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INHIBITORS OF HISTONE DEACETYLASE 

This application claims priority from U.S. Provisional Patent Application No. 60/505884, 
filed on September 24, 2003, U.S. Provisional Patent Application No. 60/532973, filed on 
December 29, 2003, and U.S. Provisional Patent Application No. 60/561082, filed on April 9, 2004 

BACKGROUND OF THE INVENTION 

Field of the Invention 

[0001] This invention relates to the inhibition of histone deacetylase. More particularly, the 
invention relates to compounds and methods for inhibiting histone deacetylase enzymatic activity. 

Summary of the Related Art 

[0002] In eukaryotic cells, nuclear DNA associates with histones to form a compact complex 
called chromatin. The histones constitute a family of basic proteins which are generally highly 
conserved across eukaryotic species. The core histones, termed H2A, H2B, H3, and H4, associate 
to form a protein core. DNA winds around this protein core, with the basic amino acids of the 
histones interacting with the negatively charged phosphate groups of the DNA. Approximately 146 
base pairs of DNA wrap around a histone core to make up a nucleosome particle, the repeating 
structural motif of chromatin. 

[0003] Csordas, Biochem. J., 286: 23-38 (1990) teaches that histones are subject to 
posttranslational acetylation of the <x,e-amino groups of /V-terminal lysine residues, a reaction that is 
catalyzed by histone acetyl transferase (HAT1). Acetylation neutralizes the positive charge of the 
lysine side chain, and is thought to impact chromatin structure. Indeed, Taunton eta/., Science, 272: 
408-411 (1996), teaches that access of transcription factors to chromatin templates is enhanced by 
histone hyperacetylation. Taunton et a/, further teaches that an enrichment in underacetylated histone 
H4 has been found in transcriptionally silent regions of the genome. 

[0004] Histone acetylation is a reversible modification, with deacetylation being catalyzed by a 
family of enzymes termed histone deacetylases (HDACs). Grozinger eta/., Proc. Natl. Acad. Sci. 
USA, 96: 4868-4873 (1999), teaches that HDACs are divided into two classes, the first represented 
by yeast Rpd3-like proteins, and the second represented by yeast Hdal-like proteins. Grozinger et al. 
also teaches that the human HDAC1, HDAC2, and HDAC3 proteins are members of the first class of 
HDACs, and discloses new proteins, named HDAC4, HDAC5, and HDAC6, which are members of the 
second class of HDACs. Kao et a/., Genes & Dev., 14: 55-66 (2000), discloses HDAC7, a new 
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member of the second class of HDACs. More recently, Hu etal. J. Bio. Chem. 275:15254-13264 
(2000) and Van den Wyngaert, FEBS, 478: 77-83 (2000) disclose HDAC8, a new member of the first 
class of HDACs. 

[0005] Richon et ai, Proc. Natl. Acad. Sci. USA, 95: 3003-3007 (1998), discloses that HDAC 
activity is inhibited by trichostatin A (TSA), a natural product isolated from Streptomyces 
hygroscopicus, and by a synthetic compound, suberoylanilide hydroxamic acid (SAHA). Yoshida and 
Beppu, Exper. Cell Res., 177: 122-131 (1988), teaches that TSA causes arrest of rat fibroblasts at 
the d and G 2 phases of the cell cycle, implicating HDAC in cell cycle regulation. Indeed, Finnin etal., 
Nature, 401: 188-193 (1999), teaches that TSA and SAHA inhibit cell growth, induce terminal 
differentiation, and prevent the formation of tumors in mice. Suzuki etal., U.S. Pat. No. 6,174,905, 
EP 0847992, JP 258863/96, and Japanese Application No. 10138957, disclose benzamide 
derivatives that induce cell differentiation and inhibit HDAC. Delorme et a/., WO 01/38322 and 
PCT/IBO 1/00683, disclose additional compounds that serve as HDAC inhibitors. 
[0006] The molecular cloning of gene sequences encoding proteins with HDAC activity has 
established the existence of a set of discrete HDAC enzyme isoforms. Some isoforms have been 
shown to possess specific functions, for example, it has been shown that HDAC-6 is involved in 
modulation of microtubule activity. However, the role of the other individual HDAC enzymes has 
remained unclear. 

[0007] These findings suggest that inhibition of HDAC activity represents a novel approach for 
intervening in cell cycle regulation and that HDAC inhibitors have great therapeutic potential in the 
treatment of cell proliferative diseases or conditions. To date, few inhibitors of histone deacetylase 
are known in the art. 

BRIEF SUMMARY OF THE INVENTION 
[0008] Ortho-amino benzamides are known HDAC inhibitors. Substitutions at the ortho- and meta- 
positions relative to the amino group are detrimental to the potency of the inhibitors; however, some 
small substituents such as -CH 3 , -F, or -OCH 3 can be tolerated to a certain extent. We have now found 
that o-amino benzamide HDAC inhibitors having a much bigger but flat aromatic and heteroaromatic 
substituents such as phenyl, furyl, thienyl and the like para to the amino moiety are not only well 
tolerated but cause significant increase in HDAC inhibition activity. 
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[0009] Accordingly, the present invention provides new compounds and methods for treating cell 
proliferative diseases. The invention provides new inhibitors of histone deacetylase enzymatic 
activity. 

[0010] In a first aspect, the invention provides compounds that are useful as inhibitors of histone 
deacetylase. 

[0011] In a second aspect, the invention provides a composition comprising an inhibitor of 
histone deacetylase according to the invention or a pharmaceutical^ acceptable salt thereof and a 
pharmaceutically acceptable carrier, excipient, or diluent. 

[0012] In a third aspect, the invention provides a method of inhibiting histone deacetylase in a 
cell, comprising contacting a cell in which inhibition of histone deacetylase is desired with an inhibitor 
of histone deacetylase of the invention. 

[0013] The foregoing merely summarizes certain aspects of the invention and is not intended to 
be limiting in nature. These aspects and other aspects and embodiments are described more fully 
below. All publications (patent or other) are hereby incorporated by reference in their entirety; in the 
event of any conflict between these materials and the present specification, the present specification 
shall control. 

BRIEF DESCRIPTION OF THE DRAWING 
[0014] The figures displays antineoplastic effects of a histone deacetylase inhibitor according to 
the invention on human tumor xenografts in vivo, as described in Assay Example 2, infra. 

Fig. 1 displays antineoplastic effects of a histone deacetylase inhibitor in hctll6 human 
colorectal carcinoma cells using compound 6. 

Fig. 2 displays antineoplastic effects of a histone deacetylase inhibitor in A549 human 
lung cancer using compound 29. 

Fig. 3 displays antineoplastic effects of a histone deacetylase inhibitor in SW48 human 
colorectal cancer using compound 29. 

Fig. 4 displays antineoplastic effects of a histone deacetylase inhibitor in W48 human 
colorectal cancer usingcompound 67. 

Fig. 5 displays antineoplastic effects of a histone deacetylase inhibitor in A549 human 
lung cancer using compound 258aa. 

Fig. 6 displays antineoplastic effects of a histone deacetylase inhibitor in A549 human 
lung cancer using compound 43. 
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Fig. 7 displays antineoplastic effects of a histone deacetylase inhibitor in A431 vulval 
carcinoma using compound 43. 

Fig. 8 displays antineoplastic effects of a histone deacetylase inhibitor in A431 vulval 
carcinoma using compound 258aa. 

Fig. 9 displays antineoplastic effects of a histone deacetylase inhibitor in hctl 16 human 
colorectal cancer using compound 258aa. 

Fig. 10 displays antineoplastic effects of a histone deacetylase inhibitor in colo205 
human colorectal cancer using compound 29. 

DETAILED DESCRIPTION OF THE PREFERRED EMBODIMENTS 
[0015] The invention provides compounds and methods for inhibiting histone deacetylase 
enzymatic activity. The invention also provides compositions and methods for treating cell 
proliferative diseases and conditions. The patent and scientific literature referred to herein 
establishes knowledge that is available to those with skill in the art. The issued patents, applications, 
and references that are cited herein are hereby incorporated by reference to the same extent as if 
each was specifically and individually indicated to be incorporated by reference. In the case of 
inconsistencies, the present disclosure will prevail. 

[0016] For purposes of the present invention, the following definitions will be used (unless 
expressly stated otherwise): 

[0017] As used herein, the terms "histone deacetylase" and "HDAC" are intended to refer to any 
one of a family of enzymes that remove acetyl groups from the co-amino groups of lysine residues at 
the /V-terminus of a histone. Unless otherwise indicated by context, the term "histone" is meant to 
refer to any histone protein, including HI, H2A, H2B, H3, H4, and H5, from any species. Preferred 
histone deacetylases include class I and class II enzymes. Preferably the histone deacetylase is a 
human HDAC, including, but not limited to, HDAC-1, HDAC-2, HDAC-3, HDAC-4, HDAC-5, HDAC-6, 
HDAC-7, HDAC-8, HDAC-9, HDAC-10, and HDAC-1 1. In some other preferred embodiments, the 
histone deacetylase is derived from a protozoal or fungal source. 

[0018] The terms "histone deacetylase inhibitor" and "inhibitor of histone deacetylase" are used 
to identify a compound having a structure as defined herein, which is capable of interacting with a 
histone deacetylase and inhibiting its enzymatic activity. "Inhibiting histone deacetylase enzymatic 
activity" means reducing the ability of a histone deacetylase to remove an acetyl group from a 
histone. In some preferred embodiments, such reduction of histone deacetylase activity is at least 
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about 50%, more preferably at least about 75%, and still more preferably at least about 90%. In 
other preferred embodiments, histone deacetylase activity is reduced by at least 95% and more 
preferably by at least 99%. 

[0019] Preferably, such inhibition is specific, i.e., the histone deacetylase inhibitor reduces the 
ability of a histone deacetylase to remove an acetyl group from a histone at a concentration that is 
lower than the concentration of the inhibitor that is required to produce another, unrelated biological 
effect. Preferably, the concentration of the inhibitor required for histone deacetylase inhibitory activity 
is at least 2-fold lower, more preferably at least 5-fold lower, even more preferably at least 10-fold 
lower, and most preferably at least 20-fold lower than the concentration required to produce an 
unrelated biological effect. 

[0020] For simplicity, chemical moieties are defined and referred to throughout primarily as 
univalent chemical moieties (e.g., alkyl, aryl, etc.). Nevertheless, such terms are also used to convey 
corresponding multivalent moieties under the appropriate structural circumstances clear to those 
skilled in the art. For example, while an "alkyl" moiety generally refers to a monovalent radical (e.g. 
CH3-CH2-), in certain circumstances a bivalent linking moiety can be "alkyl," in which case those 
skilled in the art will understand the alkyl to be a divalent radical (e.g., -CH 2 -CH 2 -), which is equivalent 
to the term "alkylene." (Similarly, in circumstances in which a divalent moiety is required and is stated 
as being "aryl," those skilled in the art will understand that the term "aryl" refers to the corresponding 
divalent moiety, arylene.) All atoms are understood to have their normal number of valences for bond 
formation (i.e., 4 for carbon, 3 for N, 2 for 0, and 2, 4, or 6 for S, depending on the oxidation state 
of the S). On occasion a moiety may be defined, for example, as (A) a -B-, wherein a is 0 or 1. In such 
instances, when a is 0 the moiety is B- and when a is 1 the moiety is A-B-. 
[0021] For simplicity, reference to a "C n -C m " heterocyclyl or "C n -C m " heteroaryl means a 
heterocyclyl or heteroaryl having from "n" to "m" annular atoms, where "n" and "m" are integers. 
Thus, for example, a C 5 -C s -heterocyclyl is a 5- or 6- membered ring having at least one heteroatom, 
and includes pyrrolidinyl (C 5 ) and piperidinyl (C 6 ); C 6 -hetoaryl includes, for example, pyridyl and 
pyrimidyl. 

[0022] The term "hydrocarbyl" refers to a straight, branched, or cyclic alkyl, alkenyl, or alkynyl, 
each as defined herein. A "C 0 " hydrocarbyl is used to refer to a covalent bond. Thus, "C 0 -C 3 - 
hydrocarbyl" includes a covalent bond, methyl, ethyl, ethenyl, ethynyl, propyl, propenyl, propynyl, and 
cyclopropyl. 
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[0023] The term "alkyl" as employed herein refers to straight and branched chain aliphatic 
groups having from 1 to 12 carbon atoms, preferably 1-8 carbon atoms, and more preferably 1-6 
carbon atoms, which is optionally substituted with one, two or three substituents. Preferred alkyl 
groups include, without limitation, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl, tert-butyl, 
pentyl, and hexyl. A "C 0 " alkyl (as in "Co-C 3 -alkyl") is a covalent bond (like "C 0 " hydrocarbyl). 
[0024] The term "alkenyl" as used herein means an unsaturated straight or branched chain 
aliphatic group with one or more carbon-carbon double bonds, having from 2 to 12 carbon atoms, 
preferably 2-8 carbon atoms, and more preferably 2-6 carbon atoms, which is optionally substituted 
with one, two or three substituents. Preferred alkenyl groups include, without limitation, ethenyl, 
propenyl, butenyl, pentenyl, and hexenyl. 

[0025] The term "alkynyl" as used herein means an unsaturated straight or branched chain 
aliphatic group with one or more carbon-carbon triple bonds, having from 2 to 12 carbon atoms, 
preferably 2-8 carbon atoms, and more preferably 2-6 carbon atoms, which is optionally substituted 
with one, two or three substituents. Preferred alkynyl groups include, without limitation, ethynyl, 
propynyl, butynyl, pentynyl, and hexynyl. 

[0026] An "alkylene," "alkenylene," or "alkynylene" group is an alkyl, alkenyl, or alkynyl group, as 
defined hereinabove, that is positioned between and serves to connect two other chemical groups. 
Preferred alkylene groups include, without limitation, methylene, ethylene, propylene, and butylene. 
Preferred alkenylene groups include, without limitation, ethenylene, propenylene, and butenylene. 
Preferred alkynylene groups include, without limitation, ethynylene, propynylene, and butynylene. 
[0027] The term "cycloalkyl" as employed herein includes saturated and partially unsaturated 
cyclic hydrocarbon groups having 3 to 12 carbons, preferably 3 to 8 carbons, and more preferably 3 
to 6 carbons, wherein the cycloalkyl group additionally is optionally substituted. Preferred cycloalkyl 
groups include, without limitation, cyclopropyl, cyclobutyl, cyclopentyl, cyclopentenyl, cyclohexyl, 
cyclohexenyl, cycloheptyl, and cyclooctyl. 

[0028] The term "heteroalkyl" refers to an alkyl group, as defined hereinabove, wherein one or 
more carbon atoms in the chain are replaced by a heteroatom selected from the group consisting of 
0, S, and N. 

[0029] An "aryl" group is a C 6 -Ci 4 aromatic moiety comprising one to three aromatic rings, which 
is optionally substituted. Preferably, the aryl group is a C 5 -Ci 0 aryl group. Preferred aryl groups 
include, without limitation, phenyl, naphthyl, anthracenyl, and fluorenyl. An "aralkyl" or "arylalkyl" group 
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comprises an aryl group covalently linked to an alkyl group, either of which may independently be 
optionally substituted or unsubstituted. Preferably, the aralkyl group is (Ci-C 6 )alk(C 6 -Ci 0 )aryl, 
including, without limitation, benzyl, phenethyl, and naphthylmethyl. 

[0030] A "heterocyclic" group (or "heterocyclyl) is an optionally substituted non-aromatic mono-, 
bi-, or tricyclic structure having from about 3 to about 14 atoms, wherein one or more atoms are 
selected from the group consisting of N, 0, and S. One ring of a bicyclic heterocycle or two rings of 
a tricyclic heterocycle may be aromatic, as in indan and 9,10-dihydro anthracene. The heterocyclic 
group is optionally substituted on carbon with oxo or with one of the substituents listed above. The 
heterocyclic group may also independently be substituted on nitrogen with alkyl, aryl, aralkyl, 
alkylcarbonyl, alkylsulfonyl, arylcarbonyl, arylsulfonyl, alkoxycarbonyl, aralkoxycarbonyl, or on sulfur 
with oxo or lower alkyl. Preferred heterocyclic groups include, without limitation, epoxy, aziridinyl, 
tetrahydrofuranyl, pyrrolidinyl, piperidinyl, piperazinyl, thiazolidinyl, oxazolidinyl, oxazolidinonyl, and 
morpholino. In certain preferred embodiments, the heterocyclic group is fused to an aryl, heteroaryl, 
or cycloalkyl group. Examples of such fused heterocycles include, without limitation, 
tetrahydroquinoline and dihydrobenzofuran. Specifically excluded from the scope of this term are 
compounds where an annular 0 or S atom is adjacent to another 0 or S atom. 
[0031] In certain preferred embodiments, the heterocyclic group is a heteroaryl group. As used 
herein, the term "heteroaryl" refers to optionally substituted groups having 5 to 14 ring atoms, 
preferably 5, 6, 9, or 10 ring atoms; having 6, 10, or 14 pi electrons shared in a cyclic array; and 
having, in addition to carbon atoms, between one or more heteroatoms selected from the group 
consisting of N, 0, and S. For example, a heteroaryl group may be pyrimidinyl, pyridinyl, 
benzimidazolyl, thienyl, benzothiazolyl, benzofuranyl and indolinyl. Preferred heteroaryl groups 
include, without limitation, thienyl, benzothienyl, furyl, benzofuryl, dibenzofuryl, pyrrolyl, imidazolyl, 
pyrazolyl, pyridyl, pyrazinyl, pyrimidinyl, indolyl, quinolyl, isoquinolyl, quinoxalinyl, tetrazolyl, oxazolyl, 
thiazolyl, and isoxazolyl. 

[0032] A "heteroaralkyl" or "heteroarylalkyl" group comprises a heteroaryl group covalently linked 
to an alkyl group, either of which is independently optionally substituted or unsubstituted. Preferred 
heteroalkyl groups comprise a Ci-C 6 alkyl group and a heteroaryl group having 5, 6, 9, or 10 ring 
atoms. Specifically excluded from the scope of this term are compounds having adjacent annular 0 
and/or S atoms. Examples of preferred heteroaralkyl groups include pyridylmethyl, pyridylethyl, 
pyrrolylmethyl, pyrrolylethyl, imidazolylmethyl, imidazolylethyl, thiazolylmethyl, and thiazolylethyl. 
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[0033] An "arylene," "heteroarylene," or "heterocyclylene" group is an aryl, heteroaryl, or 
heterocyclyl group, as defined hereinabove, that is positioned between and serves to connect two 
other chemical groups. 

[0034] Preferred heterocyclyls and heteroaryls include, but are not limited to, acridinyl, azocinyl, 
benzimidazolyl, benzofuranyl, benzothiofuranyl, benzothiophenyl, benzoxazolyl, benzthiazolyl, 
benztriazolyl, benztetrazolyl, benzisoxazolyl, benzisothiazolyl, benzimidazolinyl, carbazolyl, 4aH- 
carbazolyl, carbolinyl, chromanyl, chromenyl, cinnolinyl, decahydroquinolinyl, 2H,6H-l,5,2-dithiazinyl, 
dihydrofuro[2,3-b]tetrahydrofuran, furanyl, furazanyl, imidazolidinyl, imidazolinyl, imidazolyl, 1H- 
indazolyl, indolenyl, indolinyl, indolizinyl, indolyl, 3H-indolyl, isobenzofuranyl, isochromanyl, 
isoindazolyl, isoindolinyl, isoindolyl, isoquinolinyl, isothiazolyl, isoxazolyl, methylenedioxyphenyl, 
morpholinyl, naphthyridinyl, octahydroisoquinolinyl, oxadiazolyl, 1,2,3-oxadiazolyl, 1,2,4-oxadiazolyl, 
1,2,5-oxadiazolyl, 1,3,4-oxadiazolyl, oxazolidinyl, oxazolyl, oxazolidinyl, pyrimidinyl, phenanthridinyl, 
phenanthrolinyl, phenazinyl, phenothiazinyl, phenoxathiinyl, phenoxazinyl, phthalazinyl, piperazinyl, 
piperidinyl, piperidonyl, 4-piperidonyl, piperonyl, pteridinyl, purinyl, pyranyl, pyrazinyl, pyrazolidinyl, 
pyrazolinyl, pyrazolyl, pyridazinyl, pyridooxazole, pyridoimidazole, pyridothiazole, pyridinyl, pyridyl, 
pyrimidinyl, pyrrolidinyl, pyrrolinyl, 2H-pyrrolyl, pyrrolyl, quinazolinyl, quinolinyl, 4H-quinolizinyl, 
quinoxalinyl, quinuclidinyl, tetrahydrofuranyl, tetrahydroisoquinolinyl, tetrahydroquinolinyl, tetrazolyl, 
6H-l,2,5-thiadiazinyl, 1,2,3-thiadiazolyl, 1,2,4-thiadiazolyl, 1,2,5-thiadiazolyl, 1,3,4-thiadiazolyl, 
thianthrenyl, thiazolyl, thienyl, thienothiazolyl, thienooxazolyl, thienoimidazolyl, thiophenyl, triazinyl, 
1,2,3-triazolyl, 1,2,4-triazolyl, 1,2,5-triazolyl, 1,3,4-triazolyl, and xanthenyl (hereinafter embodiment 
[0034]). 

[0035] As employed herein, when a moiety (e.g., cycloalkyl, hydrocarbyl, aryl, heteroaryl, 
heterocyclic, urea, etc.) is described as "optionally substituted" it is meant that the group optionally 
has from one to four, preferably from one to three, more preferably one or two, non-hydrogen 
substituents. Suitable substituents include, without limitation, halo, hydroxy, oxo (e.g., an annular -CH- 
substituted with oxo is -C(0)-) nitro, halohydrocarbyl, hydrocarbyl, aryl, aralkyl, alkoxy, aryloxy, amino, 
acylamino, alkylcarbamoyl, arylcarbamoyl, aminoalkyl, acyl, carboxy, hydroxyalkyl, alkanesulfonyl, 
arenesulfonyl, alkanesulfonamido, arenesulfonamido, aralkylsulfonamido, alkylcarbonyl, acyloxy, 
cyano, and ureido groups. Preferred substituents, which are themselves not further substituted 
(unless expressly stated otherwise) are: 

(a) halo, cyano, oxo, carboxy, formyl, nitro, amino, amidino, guanidino, 
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(c) 



(b) C1-C5 alkyl or alkenyl or arylalkyl imino, carbamoyl, azido, carboxamido, mercapto, 

hydroxy, hydroxyalkyl, alkylaryl, arylalkyl, C r C 8 alkyl, Ci-C 8 alkenyl, Ci-C 8 alkoxy, Ci-C 8 
alkoxycarbonyl, aryloxycarbonyl, C 2 -C 8 acyl, C 2 -C 8 acylamino, Ci-C 8 alkylthio, arylalkylthio, 
arylthio, Ci-C 8 alkylsulfinyl, arylalkylsulfinyl, arylsulfinyl, Ci-C 8 alkylsulfonyl, 
arylalkylsulfonyl, arylsulfonyl, C0-C6 N-alkyl carbamoyl, C2-C15 /V,/V-dialkylcarbamoyl, C3-C7 
cycloalkyl, aroyl, aryloxy, arylalkyl ether, aryl, aryl fused to a cycloalkyl or heterocycle or 
another aryl ring, C3-C7 heterocycle, C5-C15 heteroaryl or any of these rings fused or 
spiro-fused to a cycloalkyl, heterocyclyl, or aryl, wherein each of the foregoing is further 
optionally substituted with one more moieties listed in (a), above; and 
-(CH 2 ) S -NR 30 R 31 , wherein s is from 0 (in which case the nitrogen is directly bonded to the 
moiety that is substituted) to 6, and R 30 and R 31 are each independently hydrogen, cyano, 
oxo, carboxamido, amidino, C r C 8 hydroxyalkyl, C r C 3 alkylaryl, aryl-Ci-C 3 alkyl, C r C 8 
alkyl, Ci-C 8 alkenyl, C r C 8 alkoxy, C r C 8 alkoxycarbonyl, aryloxycarbonyl, aryl-Ci-C 3 
alkoxycarbonyl, C2-C8 acyl, Ci-C 8 alkylsulfonyl, arylalkylsulfonyl, arylsulfonyl, aroyl, aryl, 
cycloalkyl, heterocyclyl, or heteroaryl, wherein each of the foregoing is further optionally 
substituted with one more moieties listed in (a), above; or 

R 30 and R 31 taken together with the N to which they are attached form a heterocyclyl or 
heteroaryl, each of which is optionally substituted with from 1 to 3 substituents from (a), 
above. 

In addition, substituents on cyclic moieties (i.e., cycloalkyl, heterocyclyl, aryl, heteroaryl) 
include 5-6 membered mono- and 9-14 membered bi-cyclic moieties fused to the parent cyclic 
moiety to form a bi- or tri-cyclic fused ring system. For example, an optionally substituted phenyl 
includes, but not limited to, the following: 



[0036] 



00 



[0037] A "halohydrocarbyl" is a hydrocarbyl moiety in which from one to all hydrogens have been 
replaced with one or more halo. 

[0038] The term "halogen" or "halo" as employed herein refers to chlorine, bromine, fluorine, or 
iodine. As herein employed, the term "acyl" refers to an alkylcarbonyl or arylcarbonyl substituent. The 
term "acylamino" refers to an amide group attached at the nitrogen atom [i.e., R-CO-NH-). The term 
"carbamoyl" refers to an amide group attached at the carbonyl carbon atom [i.e., NH 2 -CO-). The 
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nitrogen atom of an acylamino or carbamoyl substituent is additionally substituted. The term 
"sulfonamido" refers to a sulfonamide substituent attached by either the sulfur or the nitrogen atom. 
The term "amino" is meant to include NH 2 , alkylamino, arylamino, and cyclic amino groups. The term 
"ureido" as employed herein refers to a substituted or unsubstituted urea moiety. 
[0039] The term "radical" as used herein means a chemical moiety comprising one or more 
unpaired electrons. 

[0040] A moiety that is substituted is one in which one or more hydrogens have been 
independently replaced with another chemical substituent. As a non-limiting example, substituted 
phenyls include 2-flurophenyl, 3,4-dichlorophenyl, 3-chloro-4-fluoro-phenyl, 2-fluoro-3-propylphenyl. As 
another non-limiting example, substituted /V-octyls include 2,4 dimethyl-5-ethyl-octyl and 3-cyclopentyl- 
octyl. Included within this definition are methylenes (-CH 2 -) substituted with oxygen to form carbonyl - 
CO-). 

[0041] An "unsubstituted" moiety as defined above (e.g., unsubstituted cycloalkyl, unsubstituted 
heteroaryl, etc.) means that moiety as defined above that does not have any of the optional 
substituents for which the definition of the moiety (above) otherwise provides. Thus, for example, 
while an "aryl" includes phenyl and phenyl substituted with a halo, "unsubstituted aryl" does not 
include phenyl substituted with a halo. 

[0042] Throughout the specification preferred embodiments of one or more chemical 
substituents are identified. Also preferred are combinations of preferred embodiments. For example, 
embodiment [0055] describes preferred embodiments of Cy 2 in the compound of formula (1) and 
embodiment [0071] describes preferred embodiments of R 2 to R 4 of the compound of formula (1). 
Thus, also contemplated as within the scope of the invention are compounds of formula (1) in which 
Cy 2 is as described in embodiment [0055] and Ay 2 and R 1 to R 4 are as described in embodiment 
[0071]. 

[0043] Some compounds of the invention may have chiral centers and/or geometric isomeric 
centers (E- and Z- isomers), and it is to be understood that the invention encompasses all such 
optical, diastereoisomers and geometric isomers. The invention also comprises all tautomeric forms 
of the compounds disclosed herein. 

[0044] The compounds of the invention may be administered in the form of an in vivo 
hydrolyzable ester or in vivo hydrolyzable amide. An in vivo hydrolyzable ester of a compound of the 
invention containing carboxy or hydroxy group is, for example, a pharmaceutically acceptable ester 
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which is hydrolyzed in the human or animal body to produce the parent acid or alcohol. Suitable 
pharmaceutically acceptable esters for carboxy include Ci- 6 -alkoxymethyl esters (e.g., 
methoxymethyl), Ci- 6 -alkanoyloxymethyl esters (e.g., for example pivaloyloxymethyl), phthalidyl 
esters, C 3 -8-cycloalkoxycarbonyloxyCi- s -alkyl esters (e.g., 1-cyclohexylcarbonyloxyethyl); 1,3-dioxolen- 
2-onylmethyl esters (e.g., 5-methyl-l,3-dioxolen-2-onylmethyl; and Ci-6-alkoxycarbonyloxyethyl esters 
(e.g., 1-methoxycarbonyloxyethyl) and may be formed at any carboxy group in the compounds of this 



[0045] An in vivo hydrolyzable ester of a compound of the invention containing a hydroxy group 
includes inorganic esters such as phosphate esters and a-acyloxyalkyl ethers and related compounds 
which as a result of the in vivo hydrolysis of the ester breakdown to give the parent hydroxy group. 
Examples of a-acyloxyalkyl ethers include acetoxymethoxy and 2,2-dimethylpropionyloxy-methoxy. A 
selection of in vivo hydrolyzable ester forming groups for hydroxy include alkanoyl, benzoyl, 
phenylacetyl and substituted benzoyl and phenylacetyl, alkoxycarbonyl (to give alkyl carbonate 
esters), dialkylcarbamoyl and /V-(/V,/V-dialkylaminoethyl)-/\l-alkylcarbamoyl (to give carbamates), N,N- 
dialkylaminoacetyl and carboxyacetyl. Examples of substituents on benzoyl include morpholino and 
piperazino linked from a ring nitrogen atom via a methylene group to the 3- or 4- position of the 
benzoyl ring. A suitable value for an in vivo hydrolyzable amide of a compound of the invention 
containing a carboxy group is, for example, a N-Ci-6-alkyl or N,N-di-Ci-6-alkyl amide such as N-methyl, 
/V-ethyl, /V-propyl, /V,/V-dimethyl, /V-ethyl-N-methyl or N,/V-diethyl amide. 

Compounds 

[0046] In the first aspect, the invention comprises the histone deacetylase inhibitors of formula 
(1) (hereinafter embodiment [0046]): 



or a pharmaceutically acceptable salt thereof, wherein 
Ar 2 is a saturated or mono- or poly- unsaturated C 5 -Cu-mono- or fused poly- cyclic hydrocarbyl, 
optionally containing one, two, three, or four annular heteroatoms per ring optionally 



invention. 



R 1 




(1) 
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substituted with one or more groups selected from Ci-C 7 -alkyl, hydroxy, C r C 7 -alkoxy, halo, 
and amino, provided that an annular 0 or S is not adjacent to another annular 0 or S; 
R 5 and R 6 are independently selected from the group consisting of hydrogen, C r C 7 -alkyl, aryl, 
and aralkyl; 

R 2 , R 3 and R 4 are independently selected from the group consisting of hydrogen, halogen, -NH 2 , 
nitro, hydroxy, aryl, heterocyclyl, C 3 -C 8 -cycloalkyl, heteroaryl, C r C 7 -akyl, haloalkyl, C r C 7 - 
alkenyl, Ci-C 7 -alkynyl, Ci-C 7 -acyl, Ci-C 7 -alkyl-aryloxy, Ci-C 7 -alkyl-arylsulfanyl, C r C 7 -alkyl- 
arylsulfinyl, Ci-C 7 -alkyl-arylsulfonyl, Ci-C 7 -alkyl-arylaminosulfonyl, Ci-C 7 -alkyl-arylamine, Ci-C 7 - 
alkynyl-C(0)-amine, C r C 7 -alkenyl-C(0)-amine, C r C 7 -alkynyl-R 9 , C r C 7 -alkenyl-R 9 wherein R 9 is 
hydrogen , hydroxy, amino, C r C 7 -alkyl or Ci-C 7 -alkoxy; 

q is 0 or 1; 

R 1 is a mono-, bi-, or tri-cyclic aryl or heteroaryl, each of which is optionally substituted; 
$ is -NH 2 or -OH and 

Y is any pharmaceutical^ acceptable chemical moiety consisting of 1 to 50 atoms; 
provided that 

when R 1 is /V-imidazolyl, R 2 -R 4 are H, q is 0, and Ar 2 is pyridine, Y is not CI; and 
when R 1 is p-aminophenyl, R 2 -R 4 are H, q is 0, and Ar 2 is phenyl, Y is not H. 
[0047] The atoms that comprise the Y moiety are preferably those found in pharmaceuticals, 
including, but not limited to, H, C, N, 0, S, F, CI, Br, I, and P (hereinafter embdodiment [0047]). 
Numerous representative examples of Y are displayed in embodiments [0050] - [0088], [0098] - 
[0110], and [0115] - [0207]. Y moieties of the compounds of the present invention also can be 
found in the following publications (either per se or as part of a disclosed molecule): WO 03/024448, 
US 6,174,905, JP 11-269146 (1999), JP 11-302173 (1999), JP 2001131130, EP 0847992, JP 
10152462, JP 2002332267, JP 11302173, and JP 2003137866. For example, in these 
publications many different Y moieties are readily identified in molecules of structure Y-Ar 2 -(CH=CH) a - 
C(0)-NH-Z, wherein Ar 2 is defined herein, a is 0 or 1, Z is -OH or aryl, and the Ar 2 , -CH=CH-, and aryl 
moieties may be optionally substituted as suggested in the publication. 

[0048] In a preferred embodiment of the compounds according to embodiment [0046], R 1 is an 
aryl selected from phenyl, naphthyl, anthracenyl, and fluorenyl. In another preferred embodiment, R 1 
is a heteroaryl selected from those recited in embodiment [0034]. Other preferred R 1 moieties 
include azolyls (e.g., thiazolyl, oxazolyl, oxadiazolyl, thiadiazolyl, etc.), pyridyl, and pyridinyl. More 
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preferably, R 1 is furanyl or thienyl. Such preferred embodiments are hereinafter collectively referred 
to as embodiment [0048]). 

[0049] In a preferred embodiment of all the compounds of the invention, R 2 , R 3 , and R 4 are all 
hydrogen. Also preferred are compounds in which <D is -NH 2 or -OH. Such preferred embodiments 
are hereinafter collectively referred to as embodiment [0049]). 

[0050] In a preferred embodiment of the compounds of embodiments [0046], [0048], and 
[0049] (hereinafter embodiment [0050]), Y is Cy 2 -X\ wherein 

Cy 2 is hydrogen, cycloalkyl, aryl, heteroaryl, or heterocyclyl, each of which is optionally 
substituted and each of which is optionally fused to one or two aryl or heteroaryl rings, or 
to one or two saturated or partially unsaturated cycloalkyl or heterocyclic rings, and 
wherein any of the aforementioned rings are optionally substituted; and 
X 1 is selected from the group consisting of a covalent bond, M^-M 1 , and L 2 -M 2 -L 2 wherein 
L 2 , at each occurrence, is independently selected from the group consisting of a chemical 
bond, C 0 -C 4 -hydrocarbyl, Co-C4-hydrocarbyl-(NH)-Co-C4-hydrocarbyl, C 0 -C 4 -hydrocarbyl-(S)- 
Co-C^hydrocarbyl, and Co-C^hydrocarbyMOJ-Co-C^hydrocarbyl, provided that L 2 is not a 
chemical bond when X 1 is MMJ-M 1 ; 
M 1 , at each occurrence, is independently selected from the group consisting of -0-, -N(R 7 )-, 
-S-, -S(O)-, S(0) 2 -, -S(0) 2 N(R 7 )-, -N(R 7 )-S(0) 2 -, -C(O)-, -C(0)-NH-, -NH-C(O)-, -NH-C(0)-0-and 
-0-C(0)-NH-, -NH-C(0)-NH-, 
R 7 is selected from the group consisting of hydrogen, Ci-C 6 -hydrocarbyl, aryl, aralkyl, acyl, 
Co-Ce-hydrocarbyl-heterocyclyl, and C 0 -C 6 -hydrocarbyl-heteroaryl, wherein the hydrocarbyl 
moieties are optionally substituted with -OH, -NH 2 , -N(H)CH 3 , -N(CH 3 ) 2 , or halo; and 
M 2 is selected from the group consisting of M 1 , heteroarylene, and heterocyclylene, either of 
which rings optionally is substituted. 
[0051] In some preferred embodiments according to embodiment [0050] (hereinafter collectively 
referred to as embodiment [0051]), the optional substituents of Cy 2 are selected from C r C 7 -alkyl, C r 
Cy-alkoxy, halo, di-Ci-C 7 -alkylamino-C r C 7 -alkoxy and heteroaryl. 

[0052] In some preferred embodiments according to embodiment [0050] (hereinafter collectively 
referred to as embodiment [0052]), X 1 is selected from the group consisting of a -N(Z)-C 0 -C 7 -alkyl-, -0- 
Co-Cy-alkyl-, -C(H)=CH-C 0 -C 7 -alkyl-, -S-C 0 -C r alkyl-, or -Ci-C 7 -alkyl-, wherein Z is -H or -C r C 7 -alkyl- 
optionally substituted with -OH, -NH 2 , or halo. 
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[0053] In some embodiments of the compounds according to embodiment [0050], X 1 is a 
chemical bond. In some embodiments, X 1 is L 2 -M 2 -L 2 , and M 2 is selected from the group consisting of 
-NH-, -N(CH 3 )-, -S-, -C(0)-N(H)-, and -0-C(0)-N(H)-. In some embodiments, X 1 is L 2 -M 2 -L 2 , where at least 
one occurrence of L 2 is a chemical bond. In other embodiments, X 1 is L 2 -M 2 -L 2 , where at least one 
occurrence of L 2 is alkylene, preferably methylene. In still other embodiments, X 1 is L 2 -M 2 -L 2 , where 
at least one occurrence of L 2 is alkenylene. In some embodiments, X 1 is M 1 ! 2 -!^ 1 and M 1 is selected 
from the group consisting of -NH-, -N(CH 3 )-, -S-, and -C(0)-N(H)-. Preferred X 1 are selected from 
methylene, aminomethyl, and thiomethyl. Such preferred embodiments are hereinafter collectively 
referred to as embodiment [0053]. 

[0054] In some embodiments of the compounds according to embodiment [0050], Cy 2 is aryl or 
heteroaryl, e.g., phenyl, pyridyl, imidazolyl, or quinolyl, each of which optionally is substituted. In 
some embodiments, Cy 2 is heterocyclyl, e.g., 



each of which optionally is substituted and optionally is fused to one or more aryl rings. In some 
embodiments, Cy 2 has from one and three substituents independently selected from the group 
consisting of alkyl, alkoxy, amino, nitro, halo, haloalkyl, and haloalkoxy. Examples of preferred 
substituents include methyl, methoxy, fluoro, trifluoromethyl, trifluoromethoxy, nitro, amino, 
aminomethyl, and hydroxymethyl. Such embodiments are hereinafter collectively referred to as 
embodiment [0054]. 

[0055] In some preferred embodiments of the compounds according to embodiment [0050], Cy 2 
is phenyl, pyrimidinyl, benzimidazolyl or benzothiazolyl, each optionally substituted with one to three 
CH3O-, dimethylamnio-ethoxy, chloro, fluoro and pyridinyl. In a more preferred embodiment, Cy 2 is 
phenyl substituted with one to three CH 3 0-. Such preferred embodiments are hereinafter collectively 
referred to as embodiment [0055]). 

[0056] In some embodiments according to embodiment [0046] (hereinafter collectively referred 
to as embodiment [0056]), Y is (V'-L 4 ) t -V-L 3 -, wherein 

L 3 is a direct bond, -Ci-C 6 -hydrocarbyl, -(Ci-C3-hydrocarbyl) m i-X'-(CrC 3 - hydrocarbyl) m2 , -NH-(C 0 - 
C 3 -hydrocarbyl), (C r C 3 - hydrocarbyl)-NH-, or -NH-(C r C 3 - hydrocarbyl)-NH-; 
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ml and m2 are independently 0 or 1; 

X' is -N(R 21 )-, -C(0)N(R 21 )-, N(R 21 )C(0)-, -0-, or-S-; 

R 21 is -H, V"-(Ci-C 5 -hydrocarbyl) a ; 

L 4 is (Ci-C 6 -hydrocarbyl)a-M-(Ci-C6-riydrocarbyl)b; 

a and b are independently 0 or 1; 

M is -NH-, -NHC(O)-, -C(0)NH-, -C(O)-, -S0 2 -, -NHS0 2 -, or-S0 2 NH- 

V, V, and V" are independently selected from cycloalkyl, heterocyclyl, aryl, and heteroaryl; 
tisOorl. 

[0057] In some embodiments according to embodiment [0056] (hereinafter collectively referred 

to as embodiment [0057]), Y is V-L 3 , wherein 

L 3 is -NH-CH- or -CH-NH-; 

V is phenyl optionally substituted with from 1 to 3 moieties independently selected from halo, 
hydroxy, Ci-C 6 -hydrocarbyl, CrC6-hydrocarbyl-oxy or -thio (particularly methoxy or 
methylthio), wherein each of the hydrocarbyl moieties are optionally substituted with one 
or more moieties independently selected from halo, nitro, nitroso, formyl, acetyl, amino, 
sulfonamide, and cyano. 

[0058] In some preferred embodiments of the compound according to embodiment [0056] 

(hereinafter collectively referred to as embodiment [0058]), V is an optionally substituted ring moiety 

selected from: 





c-. 


co- 
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[0059] In another preferred embodiment of the compounds according to embodiment [0046] 
(hereinafter embodiment [0059]), Y is selected from:, 
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[0060] In other embodiments of the compounds according to embodiment [0046] (hereinafter 
collectively referred to as embodiment [0060]), 

X 1 is selected from -CH 2 -, -NH-CH 2 -, and -S-CH r ; and 

Cy 2 is monocyclic or fused bicyclic aryl or heteroaryl optionally substituted with one to three 
substituents selected from CH 3 -, CH 3 0-, phenyl optionally substituted with one to three 
CH3O-, morphylinyl, morphylinyl-Ci-Cyalkoxy, cyano, and CH 3 C(0)NH-. 
[0061] In other embodiments of the compounds according to embodiment [0046] (hereinafter 
collectively referred to as embodiment [0061]), 

X 1 is selected from -0CH 2 , -CH 2 0-, -CH2-NH2-, and -CH 2 S-; and 

Cy 2 is monocyclic or fused bicyclic aryl or heteroaryl optionally substituted with one to three 
substituents selected from CH 3 -, CH 3 0-, phenyl optionally substituted with one to three 
CH 3 0-, morphylinyl, morphylinyl-Ci-C 3 -alkoxy, cyano, and CH 3 C(0)NH-. 
[0062] In one embodiment according to embodiment [0060] (hereinafter embodiment [0062]), 
Cy 2 is phenyl, pyridinyl, pyrimidinyl, benzimidazolyl, benzothiazolyl, thienyl, tetrahydroquinozolinyl, or 
l,3-dihydroquinazoline-2,4-dione, each optionally substituted with one to three CH 3 0-. More 
preferably, Cy 2 is phenyl substituted with one to three CH 3 0-. 
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[0063] In yet other embodiments of the compound according to embodiment [0046] (hereinafter 

collectively referred to as embodiment [0063]), 

Cy 2 is cycloalkyl, aryl, heteroaryl, or heterocyclyl, each of which optionally is substituted, and 
each of which optionally is fused to one or more aryl or heteroaryl rings, or to one or 
more saturated or partially unsaturated cycloalkyl or heterocyclic rings, each of which 
rings optionally is substituted, provided that when Cy 2 is a cyclic moiety having -C(O)-, 
-C(S)-, -S(O)-, or -S(0) 2 - in the ring, then Cy 2 is not additionally substituted with a group 
comprising an aryl or heteroaryl ring; and 
X 1 is selected from the group consisting of a chemical bond, L 3 , W 1 ! 3 , LM/V 1 , W^L^W 1 , and 
LW-L 3 , wherein 

W 1 , at each occurrence, is S, 0, or N(R 9 ), where R 9 is selected from the group consisting of 
hydrogen, alkyl, aryl, and aralkyl; and 

L 3 is Ci-C 4 alkylene, C 2 -C 4 alkenylene, or C 2 -C 4 alkynylene. 
[0064] Preferably in the compounds according to embodiment [0063] (hereinafter embodiment 
[0064]), X 2 is selected from the group consisting of L 3 , W 1 ! 3 , L 3 -W\ W^-W 1 , and LW-L 3 . 
[0065] In some embodiments of the compounds according to embodiment [0063], X 1 is a 
chemical bond. In other embodiments, X 1 is a non-cyclic hydrocarbyl. In some such embodiments, X 1 
is alkylene, preferably methylene or ethylene. In other such embodiments, X 1 is alkenylene. In still 
other such embodiments, one carbon in the hydrocarbyl chain is replaced with -NH- or -S-, and in 
others with a -0-. In some preferred embodiments, X 1 is W^-W 1 and W 1 is -NH- or -N(CH 3 )-. Such 
embodiments are hereinafter collectively referred to as embodiment [0065]. 
[0066] In some embodiments of the compounds according to embodiment [0063], Cy 2 is 
cycloalkyl, preferably cyclohexyl. In other embodiments, Cy 2 is aryl or heteroaryl, e.g., phenyl, 
pyridyl, pyrimidyl, imidazolyl, thiazolyl, oxadiazolyl, quinolyl, orfluorenyl, each of which optionally is 
substituted and optionally is fused to one or more aryl rings. In some embodiments, the cyclic moiety 
of Cy 2 is fused to a benzene ring. In some embodiments, Cy 2 has from one to three substituents 
independently selected from the group consisting of alkyl, alkoxy, aryl, aralkyl, amino, halo, haloalkyl, 
and hydroxyalkyl. Examples of preferred substituents include methyl, methoxy, fluoro, trifluoromethyl, 
amino, nitro, aminomethyl, hydroxymethyl, and phenyl. Some other preferred substituents have the 
formula -K^NtHXR 10 ), wherein 

K 1 is a chemical bond or C r C 4 alkylene; 
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R 10 is selected from the group consisting of Z' and -Ak 2 -Z', wherein 

Ak 2 is C1-C4 alkylene; and 
T is cycloalkyl, aryl, heteroaryl, or heterocyclyl, each of which optionally is substituted, and 
each of which optionally is fused to one or more aryl or heteroaryl rings, or to one or 
more saturated or partially unsaturated cycloalkyl or heterocyclic rings. 
Such embodiments are hereinafter collectively referred to as embodiment [0066]. 
[0067] Examples of such preferred substituents according to embodiment [0066] (hereinafter 
collectively referred to as embodiment [0067]) include 



[0068] In some embodiments of the compounds according to embodiment [0063], Cy 2 is 
heterocyclyl, e.g., 




each of which optionally is substituted and optionally is fused to one or more aryl rings. In some 
embodiments, the heterocycle of Cy 2 is fused to a benzene ring. Such embodiments are hereinafter 
collectively referred to as embodiment [0068]. 

[0069] In certain preferred embodiments (hereinafter collectively referred to as embodiment 
[0069]) of the compound according to embodiment [0046], Cy 2 -X x - is collectively selected from the 
group consisting of 

a) A1-L1-B1-, wherein Ai is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein U is -(CH 2 )o-iNH(CH 2 )o-r 
, -NHC(O)-, or -NHCH 2 -; and wherein Bi is phenyl or a covalent bond; 

b) A 2 -L 2 -B 2 -, wherein A 2 is CH 3 (C=CH 2 )-, optionally substituted cycloalkyl, optionally 
substituted alkyl, or optionally substituted aryl; wherein L 2 is -C=0; and wherein 
B 2 is a covalent bond; 

c) A3-L3-B3-, wherein A 3 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein L 3 is a covalent bond; 
and wherein B 3 is -CH 2 NH-; 
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d) A4-L4-B4-, wherein A 4 is an optionally substituted aryl; wherein L 4 is -NHCH 2 -; and 
wherein B 4 is a thienyl group; 

e) A5-L5-B5-, wherein A 5 is an optionally substituted heteroaryl or optionally 
substituted heterocyclyl; wherein L 5 is a covalent bond; and wherein B 5 is -SCH 2 -; 

f) morpholinyl-CHr 

g) optionally substituted aryl; 

h) A 5 -L 6 -B6-, wherein A 6 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein L 5 is a covalent bond; 
and wherein B 5 is -NHCH 2 -; 

i) A7-L7-B7-, wherein A 7 is an optionally substituted heteroaryl or optionally 
substituted heterocyclyl; wherein L 7 is a covalent bond; and wherein B 7 is -CH 2 -; 

j) optionally substituted heteroaryl or optionally substituted heterocyclyl; 

k) A 8 -L 8 -B 8 -, wherein A 8 is optionally substituted phenyl; wherein L 8 is a covalent 

bond; and wherein B 8 is -0-; 
I) A9-L9-B9-, wherein A 9 is an optionally substituted aryl; wherein L 9 is a covalent 

bond; and wherein B 9 is a furan group; 
m) A10-L10-B10-, wherein A10 is an optionally substituted heteroaryl or optionally 

substituted heterocyclyl; wherein Uo is -CH(CH 2 CH 3 )-; and wherein Bio is -NHCH 2 -; 
n) A11-L11-B11-, wherein An is an optionally substituted heteroaryl or optionally 

substituted heterocyclyl; wherein l_n is a covalent bond; and wherein Bn is - 

OCH 2 -; 

0) A12-L12-B12-, wherein Ai 2 is an optionally substituted aryl, optionally substituted 

heteroaryl or optionally substituted heterocyclyl; wherein L i2 is-NHC(O)-; and 

wherein B i2 is -N(optionally substituted aryl)CH 2 -; 
p) A13-L13-B13-, wherein A i3 is an optionally substituted aryl, optionally substituted 

heteroaryl or optionally substituted heterocyclyl; wherein L i3 is a covalent bond; 

and wherein B13 is -NHC(O)-; 
q) A14-L14-B14-, wherein A i4 is an optionally substituted aryl, optionally substituted 

heteroaryl or optionally substituted heterocyclyl; wherein L u is-NHC(0)(optionally 

substituted heteroaryl); and wherein B u is -S-S-; 
r) F 3 CC(0)NH-; 
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s) A15-L15-B15-, wherein A i5 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein l_i 5 is-(CH 2 ) 0 - 
iNH(optionally substituted heteroaryl)-; and wherein B15 is -NHCH 2 -; 

t) Ale-Lie-Bie-, wherein Ai 6 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein U 6 is a covalent bond; 
and wherein Bi 6 is -N(optionally substituted alkyl)CH 2 -; and 

u) A17-L17-B17-, wherein An is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein U 7 is a covalent bond; 
and wherein Bi 7 is -(optionally substituted aryl-CH 2 )2-N-. 

[0070] In another preferred embodiment (hereinafter embodiment [0070]) of the compounds 
according to embodiment [0046], Cy 2 -X*- is collectively selected from the group consisting of 

a) Di-Ei-Fr, wherein Di is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein Ei is -CH 2 - or a covalent 
bond; and wherein Fi is a covalent bond; 

b) D2-E2-F2-, wherein D 2 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein E 2 is -NH(CH 2 )o-2-; and 
wherein F 2 is a covalent bond; 

c) D3-E3-F3-, wherein D 3 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein E 3 is -(CH 2 )o-2NH-; and 
wherein F 3 is a covalent bond; 

d) D4-E4-F4-, wherein D 4 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein E 4 is -S(CH 2 ) 0 - 2 -; and 
wherein F 4 is a covalent bond; 

e) D5-E5-F5-, wherein D 5 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein E 5 is -(CH 2 ) 0 - 2 S-; and 
wherein F 5 is a covalent bond; and 

f) De-Ee-Fe-, wherein D 5 is an optionally substituted aryl, optionally substituted 
heteroaryl or optionally substituted heterocyclyl; wherein E 5 is -NH(CH 2 ) 0 - 2 NH-; 
and wherein F 5 is a covalent bond. 
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[0071] In some embodiments (hereinafter collectively referred to as embodiment [0071]) 
according to embodiments [0046] and [0048]- [0063], R 2 to R 4 are independently hydrogen, -NH 2 , 
nitro, furanyl, chloro, fluoro, butyl, trifluoromethyl, bromo, thienyl, phenyl, -CHCHC(0)-NH 2 , -C=CCH 2 - 
R 9 wherein R 9 is hydrogen, Ci-C7-alkyl, hydroxy, amino, or Ci-C7-alkoxy. 
[0072] In some preferred embodiments (hereinafter collectively referred to as embodiment 
[0072]) of the compound according to embodiments [0046] and [0048H0071], q is 0 and X 1 is 
independently selected from the group consisting of -NH-CH 2 -, -S-CH 2 - and -CH 2 -. 
[0073] In some preferred embodiments (hereinafter collectively referred to as embodiment 
[0073]) of the compound according to embodidments [0046] and [0048H0071], q is 0 and X 1 is 
independently selected from the group consisting of -OCH 2 , -CH 2 0-, -CH 2 -NH 2 -, and -CH 2 S-. 
[0074] In some embodiments (hereinafter collectively referred to as embodiment [0074])of the 
compound according to embodiments [0046] and [0048H0072], the compound has Ar 2 of formula 



wherein G, at each occurrence, is independently N or C, and C is optionally substituted. 
[0075] In some embodiments of the compounds according to embodiment [0074], G at each 
occurrence is C(R 8 ), wherein R 8 is selected from the group consisting of hydrogen and Ci-C7-alkyl. In 
some more preferred embodiments, G is -CH-. Such embodiments are hereinafter collectively 
referred to as embodiment [0075]. 

[0076] In some preferred embodiments (hereinafter collectively referred to as embodiment 
[0076]), the compounds according to embodiment [0074] are those wherein Ar 2 is selected from the 
group consisting of phenylene, benzofuranylene and indolinylene. 

[0077] In some preferred embodiments, Cy 2 is aryl or heteroaryl, each of which is optionally 
substituted. More preferably, Cy 2 is phenyl, pyrimidinyl, benzimidazolyl or benzothiazolyl, each of 
which is optionally substituted. Preferred substituents of Cy 2 are from one to three substituents 
independently selected from the group consisting of Ci-C 7 -alkyl, Ci-C 7 -alkoxy, halo, di-C r C 7 - 
alkylamino-Ci-Cy-alkoxy and heteroaryl. More preferably, the substituents of Cy 2 are selected from 
methyl, methoxy, fluoro, chloro, pyridinyl and dimethylamino-ethoxy. Such embodiments are 
hereinafter collectively referred to as embodiment [0077]. 
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[0078] In some preferred embodiments (hereinafter collectively referred to as embodiment 
[0078]), the moiety formed by Cy 2 -X x is selected from the following: 



-CH 3 , 



MeO. 
MeO' 




H 3 C' N "CH 3 


H 3 C. N ^ 




H 


OMe 
MeO^X 

MeO^^\ and 


OMe 
MeO^X 

MeO^^N^ 
H 





MeO, 



xx 



N' 
H 



[0079] In a preferred embodiment, the compounds of embodiment [0050] are represented by 
the general formula (2) (hereinafter embodiment [0079]): 

R 1 

H f| a| 

or a pharmaceutically acceptable salt thereof, wherein 
R 2 and R 3 are independently selected from the group consisting of hydrogen, trifluoromethyl, 
butyl, -(CH 2 ) 3 -OH, chloro, fluoro, amino, phenyl, thienyl, furanyl, -CH=CHC(0)NH 2 , -C=CCH 2 -0H, 
-C=CCH 2 -OCH 3 ; and 

the A ring is optionally further substituted with from 1 to 3 substituents independently selected 
from methyl, hydroxy, methoxy, halo, and amino. 
[0080] In some preferred embodiments (hereinafter collectively referred to as embodiment 
[0080]), the compounds according to embodiment [0079] are those in which Cy 2 is selected from: 



MeO^ 
MeO^ 



M N H 3 C CH 3 f MeQ M 



and 
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MeO, 



[0081] In other preferred embodiments (hereinafter collectively referred to as embodiment 
[0081]) of the compounds according to embodiments [0079] and [0080], the A ring is not further 
substituted. 

[0082] In another preferred embodiment (hereinafter embodiment [0082]) of the compounds 
according to embodiments [0079] - [0081], R 2 and R 3 are both -H. 

[0083] In another embodiment of this aspect, the invention comprises compounds of the general 
formula (3) (hereinafter embodiment [0083]): 



or a pharmaceutically acceptable salt or in vivo hydrolyzable ester or amide thereof; wherein: 
<D is -NH 2 or -OH; 

Ring A is a heterocyclyl, wherein if said heterocyclyl contains an -NH- moiety that nitrogen is 
optionally substituted by a group selected from K; 

R 5 is a substituent on carbon and is selected from halo, nitro, cyano, hydroxy, trifluoromethyl, 
trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, Ci- 6 -alkyl, C 2 - 6 - 
alkenyl, C 2 -6-alkynyl, Ci- 6 -alkoxy, Cr 6 -alkanoyl, Ci- 6 -alkanoyloxy, /V-(Ci- 6 -alkyl)amino, N,N- 
(Ci-6-alkyl) 2 amino, Ci- 6 -alkanoylamino, N-(Ci- 6 -alkyl)carbamoyl, /V,/V-(Ci- 6 -alkyl) 2 carbamoyl, 
C r6 -alkylS(0)a wherein a is 0 to 2, C r6 -alkoxycarbonyl, /V-(Cr 6 -alkyl)sulphamoyl, /V,/V-(Cr 6 - 
alkyl) 2 sulphamoyl, aryl, aryloxy, arylCr 6 -alkyl, heterocyclic group, (heterocyclic group)Cr 6 - 
alkyl, or a group (B-E-); wherein R 5 , including group (B-E-), is optionally substituted on 
carbon by one or more W; and wherein if said heterocyclic group contains an -NH- moiety 
that nitrogen is optionally substituted by J; 

W is halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, amino, carboxy, 

carbamoyl, mercapto, sulphamoyl, Cr 6 -alkyl, C 2 - 6 -alkenyl, C 2 - 6 -alkynyl, C r6 -alkoxy, C r 
e-alkanoyl, Cr 6 -alkanoyloxy, N-(Ci- 6 -alkyl)amino, N,N-(Ci- 6 -alkyl) 2 amino, Cr 6 - 
alkanoylamino, /V-(Cr 6 -alkyl)carbamoyl, /V,N-(Ci- 6 -alkyl) 2 carbamoyl, Cr 6 -alkylS(0) a 




(3) 
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wherein a is 0 to 2, Ci- 6 -alkoxycarbonyl, N-(Ci- 6 -alkyl)sulphamoyl, /V,/V-(Cr 5 - 
alkyl) 2 sulphamoyl, or a group (B'-E'-); wherein W, including group (B'-E'-), is optionally 
substituted on carbon by one or more Y; 

Y and Zare independently selected from halo, nitro, cyano, hydroxy, trifluoromethyl, 
trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, Cr 6 -alkyl, C 2 - 6 - 
alkenyl, C 2 - 5 -alkynyl, Cr 6 -alkoxy, C r6 -alkanoyl, C r6 -alkanoyloxy, /V-(C r5 -alkyl)amino, 
/V,/V-(Ci- s -alkyl) 2 amino, C r6 -alkanoylamino, N-(Ci- 5 -alkyl)carbamoyl, /V,/V-(Cr 5 - 
alkyl) 2 carbamoyl, Ci- 6 -alkylS(0) a wherein a is 0 to 2, Ci- 6 -alkoxycarbonyl, /V-(Cr 6 - 
alkyDsulphamoyl or /V,N-(Ci- 6 -alkyl) 2 sulphamoyl; 

G, J and K are independently selected from d-s-alkyl, C r8 -alkenyl, Cr 8 -alkanoyl, Ci- 8 - 
alkylsulphonyl, Ci- 8 -alkoxycarbonyl, carbamoyl, /V-(C r8 -alkyl Carbamoyl, /V,/V-(Ci- 8 - 
alkyDcarbamoyl, benzyloxycarbonyl, benzoyl, phenylsulphonyl, aryl, arylCr 6 -alkyl or 
(heterocyclic group)Cr 6 -alkyl; wherein G, J, and K are optionally substituted on carbon 
by one or more Q; and wherein if said heterocyclic group contains an -NH- moiety that 
nitrogen is optionally substituted by hydrogen or Ci 6 alkyl; 

Q is halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, amino, carboxy, 
carbamoyl, mercapto, sulphamoyl, Ci-6-alkyl, Cr6-alkenyl, C2-6-alkynyl, Ci-6-alkoxy, d- 
e-alkanoyl, Ci- 6 -alkanoyloxy, /V-(Ci- 6 -alkyl)amino, /V,/V-(Ci- 5 -alkcyl) 2 amino, Ci- 6 - 
alkanoylamino, /V-(Ci- 6 -alkyl)carbamoyl, N,/V-(Ci- 5 -alkyl) 2 carbamoyl, Ci- 5 -alkylS(0) a 
wherein a is 0 to 2, Ci-6-alkoxycarbonyl, Ci- 5 -alkoxycarbonylamino, /V-(Ci- 5 - 
alkyDsulphamoyl, /V,/V-(Ci- 6 -alkyl) 2 sulphamoyl, aryl, aryloxy, aryl Ci- 5 -alkyl, arylCi-6- 
alkoxy, heterocyclic group, (heterocyclic group)Cr 5 -alkyl, (heterocyclic group)C r5 - 
alkoxy, or a group (B"-E"-); wherein Q, including group (B"-E"-), is optionally substituted 
on carbon by one or more Z; 

B, B' and B" are independently selected from Cr 6 -alkyl, C 2 - 5 -alkenyl, C 2 - 5 -alkynyl, C 3 - 8 - 
cycloalkyl, C 3 - 8 -cycloalkylCi- 6 -alkyl, aryl, arylCi- 5 -alkyl, heterocyclic group, 
(heterocyclic group)Cr 6 -alkyl, phenyl or phenylCr 5 -alkyl; wherein B, B' and B" is 
optionally substituted on carbon by one or more D; and wherein if said heterocyclic 
group contains an -NH- moiety that nitrogen is optionally substituted by a group 
selected from G; 
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E, E' and E" are independently selected from -N(R a )-, -0-, -C(0)0-, -OC(O)-, -0(0)-, -N(R a )C(0)- 
, -N(R a )C(0)N(R b K -N(R a )C(0)0-, -OC(0)N(R a )-, -C(0)N(R a )-, S(0) r , -S0 2 N(R a )-, -N(R a )S0 2 - 
wherein R a and R b are independently selected from hydrogen or C r6 -alkyl optionally 
substituted by one or more F and r is 0-2; 
D and F are independently selected from halo, nitro, cyano, hydroxy, trifluoromethyl, 
trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, Ci- 6 -alkyl, C 2 - 5 - 
alkenyl, C 2 - 6 -alkynyl, Cr 6 -alkoxy, Ci- 6 -alkanoyl, Cr 5 -alkanoyloxy, /V-(Cr 6 -alkyl)amino, 
/V,/V-(Ci- 6 -alkyl) 2 amino, Ci- 5 -alkanoylamino, N-(Ci- 6 -alkyl)carbamoyl, /V,/V-(Cr 6 - 
alkyl) 2 carbamoyl, Ci- 6 -alkylS(0) a wherein a is 0 to 2, Cr 5 -alkoxycarbonyl, /V-(Cr 5 - 
alkyDsulphamoyl or /V,/V-(Ci- 6 -alkyl) 2 sulphamoyl; 

m is 0, 1, 2, 3 or 4; wherein the values of R 5 may be the same or different; 

R 5 is halo; 

n is 0, 1 or 2; wherein the values of R 6 may be the same or different; and 

R 1 , R 2 , R 3 , and R 4 are as defined in embodiment [0046]. 
[0084] Particular values of Ring A, R 5 , R 6 , m, and n (hereinafter embodiment [0084]) include the 
following: 

Ring A: 

(a) pyridyl, quinolyl, indolyl, pyrimidinyl, morpholinyl, piperidinyl, piperazinyl, 
pyradazinyl, pyrazinyl, thiazolyl, thienyl, thienopyrimidinyl, thienopyridinyl, purinyl, 
triazinyl, oxazolyl, pyrazolyl, or furanyl; wherein if Ring A contains an -NH- moiety 
that nitrogen is optionally substituted by a group selected from K; 

(b) pyridin-4-yl, pyridin-3-yl, pyridin-2-yl, quinolin-8-yl, pyrimidin-6-yl, pyrimidin-5-yl, 
pyrimidin-4-yl, morpholin-4-yl, piperidin-4-yl, piperidin-3-yl, piperdin-2-yl, piperazin-4- 
yl, pyridazin-5-yl, pyrazin-6-yl, thiazol-2-yl, thien-2-yl, thieno[3,2b]pyrimidinyl, 
thieno[3,2b]pyrimidinyl, thieno[3,2b]pyridinyl, purin-6-yl or triazin-6-yl; wherein if 
Ring A contains an -NH- moiety that nitrogen is optionally substituted by a group 
selected from K; 

(c) pyridyl, quinolyl, pyrimidyl, morpholinyl, piperidinyl, piperazinyl, pyradazinyl, 
pyrazinyl, thiazyl or furanyl; 

(d) pyridin-4-yl, pyridin-3-yl, pyridin-2-yl, quinoline-8-yl, pyradizin-2-yl, furan-3-yl, 
morpholinyl, thiazol-2-yl, pyrimidin-6-yl, piperidin-4-yl or piperazin-4-yl; and 
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(e) pyridine-4-yl, pyridine-3-yl, quinoline-8-yl, piperidin-4-yl or piperazin-4-yl. 

R 5 : 

(a) a substituent on carbon and is selected from halo, amino, C r6 -alkyl, Cr 6 -alkoxy, 
/V-(Ci- 6 -alkyl)amino, aryl, aryloxy, arylCr 6 -alkyl, heterocyclic group, (heterocyclic 
group)Ci- 6 -alkyl, or a group (B-E-); wherein R 5 , including group (B-E-), is optionally 
substituted on carbon by one or more W; and wherein if said heterocyclic group 
contains an -NH- moiety that nitrogen is optionally substituted by J; 
W is hydroxy, mercapto, Cr 6 -alkyl, Ci- 6 -alkoxy, /V,/V-(Ci- 6 -alkyl) 2 amino or a group 

(B'-E'-); wherein W, including group (B'-E'-), is optionally substituted on carbon 

by one or more Y; 

Y and Z are independently selected from halo, nitro, cyano, hydroxy, Cr 6 -alkoxy, 
/V,/V-(Cr6-alkyl) 2 amino or Cr 6 -alkanoylamino; 

G, J, and K are independently selected from C r8 -alkyl, C 2 -s-alkenyl, Ci- 8 -alkanoyl, 
aryl, arylCi- 6 -alkyl or (heterocyclic group)C r6 -alkyl; wherein G, J and K are 
optionally substituted on carbon by one or more Q; and wherein if said 
heterocyclic group contains an -NH- moiety that nitrogen is optionally 
substituted by hydrogen or Ci-6-alkyl; 

Q is cyano, hydroxy, Ci- 6 -alkoxy, Ci- 6 -alkanoyloxy, Ci- 5 -alkoxycarbonyl, Ci- 6 - 
alkoxycarbonylamino, aryl, aryloxy or a group (B"-E"-); wherein Q, including 
group (B"-E"-), is optionally substituted on carbon by one or more Z; 

B, B' and B" are independently selected from Ci- 6 -alkyl, C 2 - 5 -alkenyl, C 2 -6-alkynyl, 
C 3 -8-cycloalkyl, C 3 -8-cycloalkylCr 6 -alkyl, aryl, arylCr 5 -alkyl, heterocyclic group, 
(heterocyclic group)Ci-6-alkyl, phenyl or phenylCr 5 -alkyl; wherein B, B' and B" 
are optionally substituted on carbon by one or more D; and wherein if said 
heterocyclic group contains an -NH- moiety that nitrogen is optionally 
substituted by a group selected from G; 

E, E' and E" are independently selected from -N(R a )-, -0-, -C(0)0-, -OC(O)-, -C(O)-, - 
N(R a )C(0)-, -N(R a )C(0)N(R b )-, -N(R a )C(0)0-, -OC(0)N(R a )-, -C(0)N(R a )-, -S(0) r -, - 
S0 2 N(R a )-, -N(R a )S0 2 -, wherein R a and R b are independently selected from 
hydrogen or Cr 5 -alkyl optionally substituted by one or more F and r is 0-2; 
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D and F are independently selected from halo, C r6 -alkoxy or N,N-{Cve- 
alkyl) 2 amino. 

(b) a substituent on carbon and is selected from fluoro, chloro, amino, methyl, ethyl, 
propyl, methoxy, /V-methylamino, N-ethylamino, /V-propylamino, /V-butylamino, 
phenyl, naphthylethyl, piperizin-4-yl, piperidin-l-yl, piperdin-4-yl, 2-(thiomethyl)- 
pyrimidin-4-yl, tetrahydrofuran-2-ylmethyl, tetrahydropyran-2-ylmethyl, 1,2,5- 
thiadiazol-3-ylethyl, piperidin-l-ylmethyl, pyridin-2-ylmethyl, or a group (B-B-); 
wherein R 5 , including group (B-E-), is optionally substituted on carbon by one or 
more W; and wherein if said heterocyclic group contains an -NH- moiety that 
nitrogen is optionally substituted by J; 

W is hydroxy, methyl, ethyl, ethoxy, /V,N-(diethyl)amino, /V,/V-(dibutyl)amino, or a 
group (B'-E'-); wherein W, including group (B'-E'-), is optionally substituted on 
carbon by one or more Y; 

Y and Z are independently selected from fluoro, chloro, bromo, nitro, cyano 
hydroxy, methoxy, N,/\Mdimethyl)amino or methylcarbonylamino; 

G, J and K are independently selected from methyl, ethyl, propyl, pentyl, 2- 
methylbutyl, butyl, acetyl, benzyl, 3-(pyrrol-l-yl)propyl or pyrrolidin-2-one-(5S)- 
methyl; wherein G, J and K are optionally substituted on carbon by one or 
more Q; and wherein if said heterocyclic group contains an -NH- moiety that 
nitrogen is optionally substituted by hydrogen or methyl; 

Q is cyano, hydroxy, methoxy, ethoxy, methylcarbonyloxy, methoxycarbonyl, t- 
butoxycarbonlyamino, phenyl or a group (B"-E"-); wherein Q, including group 
(B"-E"-), is optionally substituted on carbon by one or more Z; 

B, B' and B" are independently selected from methyl, ethyl, propyl, cyclohexyl, 
phenyl, benzyl, 1,2,3,4-tetrahydroquinolinyl, 3-morpholinopropyl, 2- 
morpholinoethyl, 2-pyrrolidin-l-ylethyl, 3-morpholinopropyl, 3-(4- 
methylpiperazin-l-yl)propyl, 2-piperidin-l-ylethyl, 3-piperidin-l-ylpropyl, pyridin- 
3-ylmethyl or imidazol-l-ylpropyl; wherein B, B' and B" are optionally 
substituted on carbon by one or more D; and wherein if said heterocyclic 
group contains an -NH- moiety that nitrogen is optionally substituted by a 
group selected from G; 
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E, E' and E" are independently selected from -N(R a )-, -0-, -0(0)-, -NHC(O)-, - 

N(R a )C(0)0-; wherein R a is hydrogen or methyl optionally substituted by one or 
more F; 

D and F are independently selected from fluoro, methoxy or ethoxy; 

(c) fluoro, chloro, amino, methyl, methoxy, 3-morpholin-4-ylpropylamino, (3-morpholin- 
4-yl)ethylamino, acetyl, benzyl, methoxycarbonylmethyl, 2-pyrrolidin-l-ylethoxy, 3- 
morpholinopropoxy, /V-(2-fluorophenyl)propanamide, 4- 
(diethylamino)phenylcarbonylmethyl, 3-(4-methylpiperazin-l-yl)propylamino, 2- 
piperidin-l-ylethylamino, 2-[N,N-(diethyl)amino-ethylamino, pyridin-3-ylmethylamino, 
3-piperidin-l-ylpropylamino, imidazol-l-ylpropylamino, 3-methoxypropylamino, 3- 
morpholinopropylamino, piperazin-l-yl, /V-ethylamino, 4-methylpiperazin-l-yl, l-(3- 
phenoxy)propyl, l-(3-cyanophenyl)methyl, l-(4-cyanophenyl)methyl, 
tetrahydrofuran-2-ylmethyl, l-(3-benzyloxy)propyl, 3-methoxybenzyl, 2,3- 
dihydroxypropyl, 2-(methylcarbonyloxy)ethyl, 3-(pyrrol-l-yl)propyl, l-[3-(2- 
methoxyethoxy)] propyl, 2-(4-acetamidophenyoxy)ethyl, 2-(t- 
butoxycarbonylamino)ethyl, 2-(t-butoxycarbonylamino)propyl, 2-[(2- 
methoxyphenyl)oxy)ethyl, (1 ,2,3,4-tetrahydroquinolin-l-yl)acetyl, 2-[N-(2- 
fluorophenyOylacetamidelethyl, methoxycarbonylmethyl, 2-(ethoxy)ethyl, 4- 
methylpent-3-enyl, tetrahydropyran-2-ylmethyl, l-(2S)-2-methylbutyl, 4- 
(benzyloxy)butyl, 2-[4-(nitro)phenoxy)}ethyl, 2-[/V,/V-(dibutyl)amino]ethylamino, 3-[(N- 
methyl-N-phenyl)amino]propylamino, /V-3-[2-(dimethylamino)ethoxy]propylamino, 2- 
[4-(acetamido)phenoxy]ethyl, 2-[4-(hydroxyphenoxy)]ethyl, 1 ,2,5-thiadiazol-3- 
ylethyl, piperdin-l-ylmethyl, 2-[4-(chloro)phenoxy]ethyl, pyrrolidin-2-one-(5S)-methyl, 
phenylaminocarbonyloxymethyl, cyclohexylaminocarbonyloxymethyl, 2- 
(thiomethyl)-pyrimidin-4-yl or pyridin-2-ylmethyl; 

(d) halo, amino, Ci- s -alkyl, Cr 6 -alkoxy, Cr 3 -alkanoyloxy, /V-(Ci- 3 -alkyl)amino, N,N-{Ci- 3 - 
alkyl) 2 axnino, C r3 -alkanoylamino, N-(Ci-3-alkyl)carbamoyl, N,N-{Cv 3 - 
alkyl) 2 carbamoyl; 

(e) halo, amino, Ci- s -alkyl or Cr 6 -alkoxy; and 

(f) halo, amino, methyl or methoxy. 
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(a) 0, 1, 2, 3 or 4; wherein the values of R 5 may be the same or different; 

(b) 0, 1, or 2; wherein the values of R 5 may be the same or different; 

(c) Oorl; 

(d) 0; and 

(e) 1. 

R 6 : 

(a) halo; 

(b) fluoro or chloro; and 

(c) fluoro. 

n: 

(a) 0, 1 or 2, wherein the values of R 5 may be the same or different; 

(b) Oorl; 

(c) 0; and 

(d) 1. 

[0085] Other embodiments (hereinafter collectively referred to as embodiment [0085]) of the 
compound according to embodiment [0083], include those in which: 
Ring A is a heterocyclyl; 

R 5 is halo, nitro, cyano, hydroxy, trifluoromethyl, trifluoromethoxy, amino, carboxy, 

carbamoyl, mercapto, sulphamoyl, Cr 6 -alkyl, C 2 - 6 -alkenyl, C 2 - 5 -alkynyl, Cr 5 -alkoxy, C r5 - 
alkanoyl, Ci- 6 -alkanoyloxy, N-(Ci- 6 -alkyl)amino, /V,/V-(Ci-6-alkyl) 2 amino, Ci- 5 -alkanoylamino, N- 
(Cre-alkyDcarbamoyl, /V,/V-(Ci- 6 -alkyl) 2 carbamoyl, Ci-6-alkylS(0) a wherein a is 0 to 2, C r6 - 
alkoxycarbonyl, /V-(Ci- 6 -alkyl)sulphamoyl, N,/V-(Ci- 6 -alkyl) 2 sulphamoyl or a group (B-E-); 
wherein, B is selected from Ci- 6 -alkyl, C 2 - 5 -alkenyl, Cre-alkynyl, C 3 -s-cycloalkyl, C 3 -s- 
cycloalkylCre-alkyl, phenyl, heterocyclyl, phenyli- 5 -alkyl or heterocyclylCr 6 -alkyl; wherein B 
is optionally substituted on carbon by one or more D; and wherein if said heterocyclyl 
contains an -NH- moiety that nitrogen is optionally substituted by a group selected from 
G; 

E is -N(R a )-, -0-, -C(0)O, -OC(O)-, -C(O)-, -N(R a )C(0)-, -C(0)N(R a )-, -S(0) r , -S0 2 N(R a )-, -N(R a )S0 2 - 
wherein R a is hydrogen or Cr 6 -alkyl optionally substituted by one or more D and r is 
0-2; 
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D is independently selected from halo, nitro, cyano, hydroxy, trifluoromethyl, 

trifluoromethoxy, amino, carboxy, carbamoyl, mercapto, sulphamoyl, Cr 6 -alkyl, C 2 - 6 - 
alkenyl, C 2 -6-alkynyl, Ci- 6 -alkoxy, Cr 6 -alkanoyl, C r6 -alkanoyloxy, /V-(Cr 6 -alkyl)amino, 
/V,/V-(Ci- 6 -alkyl) 2 amino, Ci- 6 -alkanoylamino, N-CCre-alkyl Carbamoyl, /V,/V-(Cr 6 - 
alkyl) 2 carbamoyl, Ci- 6 -alkylS(0) a wherein a is 0 to 2, Cr 6 -alkoxycarbonyl, /V-(C r6 - 
alkyDsulphamoyl and /V,/V-(Ci- 6 -alkyl) 2 sulphamoyl; 
G is selected from Ci- 4 -alkyl, Ci- 4 -alkanoyl, Ci- 4 -alkylsulphonyl, Cr 4 -alkoxycarbonyl, 
carbamoyl, /V-(Ci- 4 -alkyl)carbamoyl, /\/,/\/-(Ci- 4 -alkyl)carbamoyl, benzyl, 
benzyloxycarbonyl, benzoyl and phenylsulphonyl; 

m is 0, 1, 2, 3 or 4; wherein the values of R 5 are the same or different; 

R 6 is halo; and 

n is 0, 1 or 2; wherein the values of R 6 can be the same or different. 
[0086] In another embodiment of the compound according to embodiment [0083] (hereinafter 
embodiment [0086]), 

Ring A is a pyridyl, quinolyl, indolyl, pyrimidinyl, morpholinyl, piperidinyl, piperazinyl, 

pyradazinyl, pyrazinyl, thiazolyl, thienyl, thienopyrimidinyl, thienopyridinyl, purinyl, triazinyl, 
oxazolyl, pyrazolyl, or furanyl; wherein if Ring A contains an -NH- moiety that nitrogen is 
optionally substituted by a group selected from K; 

R 5 is a substituent on carbon and is selected from halo, amino, C r5 -alkyl, Cr 6 -alkoxy, N-(Ci- 5 - 
alkyDamino, aryl, aryloxy, arylC r5 -alkyl, heterocyclic group, (heterocyclic group)Ci- 6 -alkyl, 
or a group (B-E-); wherein R 5 , including group (B-E-), is optionally substituted on carbon by 
one or more W; and wherein if said heterocyclic group contains an -NH- moiety that 
nitrogen is optionally substituted by J; 

W is hydroxy, mercapto, Cr 5 -alkyl, Cr 6 -alkoxy, N,N-(Ci- 5 -alkyl) 2 amino or a group (B'-E'-); 
wherein W, including group (B'-E'-), is optionally substituted on carbon by one or more 
Y; 

Y and Z are independently selected from halo, nitro, cyano, hydroxy, Cr 6 -alkoxy, /V,/V-(C r 
6-alkyl) 2 amino or Ci-6-alkanoylamino; 

G, J and K are independently selected from d-s-alkyl, C 2 - 8 -alkenyl, Cr 8 -alkanoyl, aryl, 
arylCre-alkyl or (heterocyclic groupKWalkyl; wherein G, J and K are optionally 
substituted on carbon by one or more Q; and wherein if said heterocyclic group 
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contains an -NH- moiety that nitrogen is optionally substituted by hydrogen or Ci- 6 - 
alkyl; 

Q is cyano, hydroxy, Cr 5 -alkoxy, Cr 6 -alkanoyloxy, Cr 6 -alkoxycarbonyl, Cr 6 - 

alkoxycarbonylamino, aryl, aryloxy or a group (B"-E"-); wherein Q, including group (B"- 
E"-), is optionally substituted on carbon by one or more Z; 

B, B' and B" are independently selected from Ci- 6 -alkyl, C 2 - 6 -alkenyl, C 2 - 5 -alkynyl, C 3 - 8 - 
cycloalkyl, C 3 -8-cycloalkylCi- 6 -alkyl, aryl, arylCi- 5 -alkyl, heterocyclic group, 
(heterocyclic group)Ci- 6 -alkyl, phenyl or phenylCr 6 -alkyl; wherein B, B' and B" are 
optionally substituted on carbon by one or more D; and wherein if said heterocyclic 
group contains an -NH- moiety that nitrogen is optionally substituted by a group 
selected from G; 

E, E' and E" are independently selected from -N(R a )-, -0-, -C(0)O, -OC(O)-, -C(O)-, 

-N(R a )C(0)-, -N(R a )C(0)N(R a )-, .N(R a )C(0)0 -, -OC(0)N(R a )-, -C(0)N(R a )-, -S(0) r -, -S0 2 N(R a )-, 
-N(R a )S0 2 - wherein R a and R b are independently selected from hydrogen or Ci-6-alkyl 
optionally substituted by one or more F and r is 0-2; 

D and F are independently selected from halo, Ci-6-alkoxy or /V,/V-(Ci-6-alkyl) 2 amino; 

m is 0, 1, 2, 3 or 4; wherein the values of R 5 are the same or different; 

R 6 is fluoro or chloro; and 

n is 0, 1 or 2, wherein the values of R 6 are the same or different; 
[0087] In another embodiment of the compound according to embodiment [0083] (hereinafter 
embodiment [0087]), 

Ring A is pyridin-4-yl, pyridin-3-yl, pyriclin-2-yl, quinolin-8-yl, pyrimidin-6-yl, pyrimidin-5-yl, 
pyrimidin-4-yl, morpholin-4-yl, piperidin-4-yl, piperidin-3-yl, piperdin-2-yl, piperazin-4-yl, 
pyridazin-5-yl, pyrazin-6-yl, thiazol-2-yl, thien-2-yl, thieno[3,2d]pyrimidinyl, 
thieno[3,2b]pyrimidinyl, thieno[3,2b]pyridinyl, purin-6-yl or triazin-6-yl; wherein if Ring A 
contains an -NH- moiety that nitrogen is optionally substituted by a group selected from K; 

R 5 is a substituent on carbon and is selected from fluoro, chloro, amino, methyl, ethyl, propyl, 
methoxy, /V-methylamino, /V-ethylamino, N-propylamino, /V-butylamino, phenyl, 
naphthylethyl, piperazin-l-yl, piperidin-l-yl, piperidin-4-yl, 2-(thiomethyl)-pyrimidin-4-yl, 
tetrahydrofuran-2-ylmethyl, tetrahydropyran-2-ylmethyl, l,2,5-thiadiazol-3-ylethyl, piperidin- 
1-ylmethyl, pyridin-2-ylmethyl, or a group (B-B-); wherein R 5 , including group (B-B-), is 
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optionally substituted on carbon by one or more W; and wherein if said heterocyclic 

group contains an -NH- moiety that nitrogen is optionally substituted by J; 

W is hydroxy, methyl, ethyl, ethoxy, /V,N-(diethyl)amino, /V,/V-(dibutyl)amino, or a group (B'- 

E'-); wherein W, including group (B'-E'-), is optionally substituted on carbon by one or 

more Y; 

Y and Z are independently selected from fluoro, chloro, bromo, nitro, cyano, hydroxy, 
methoxy, /V,/V-(dimethyl)amino or methylcarbonylamino; 

G, J and K are independently selected from methyl, ethyl, propyl, pentyl, 2-methylbutyl, 
butyl, acetyl, benzyl, 3-(pyrrol-l-yl)propyl or pyrrolidin-2-one-(5S)-methyl; wherein G, J 
and K are optionally substituted on carbon by one or more Q; and wherein if said 
heterocyclic group contains an -NH- moiety that nitrogen is optionally substituted by 
hydrogen or methyl; 

Q is cyano, hydroxy, methoxy, ethoxy, methylcarbonyloxy, methoxycarbonyl, t- 

butoxycarbonylamino, phenyl or a group (B"-E"-); wherein Q, including group (B"-E"-), is 
optionally substituted on carbon by one or more Z; 

B, B' and B" are independently selected from methyl, ethyl, propyl, cyclohexyl, phenyl, 
benzyl, 1,2,3,4-tetrahydroquinolinyl, 3-morpholinopropyl, 2-morpholinoethyl, 2- 
pyrrolidin-l-ylethyl, 3-morpholinopropyl, 3-(4-methylpiperazin-l-yl)propyl, 2-piperidin-l- 
ylethyl, 3-piperidin-l-ylpropyl, pyridin-3-ylmethyl or imidazol-l-ylpropyl; wherein B, B' 
and B" are optionally substituted on carbon by one or more D; and wherein if said 
heterocyclic group contains an -NH- moiety that nitrogen is optionally substituted by a 
group selected from G; 

E, E' and E" are independently selected from -N(R a )-, -0-, -C(O)-, -NHC(O)-, -N(R a )C(0)0-; 
wherein R a is hydrogen or methyl optionally substituted by one or more F; 

D and F are independently selected from fluoro, methoxy or ethoxy; 
m is 0, 1, or 2; wherein the values of R 5 are the same or different; 
R 6 is fluoro; and 
n is 0 or 1. 

[0088] In the embodiments of the compounds according to embodiments [0083] and [0085] - 
[0087], R 1 , R 2 , R 3 , and R 4 are as defined in embodiments [0048] and [0049]. In other preferred 
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embodiments, the compounds according to embodiment [0083] are the compounds of Tables 1-8 
and 13 of WO 03/087057 modified by replacing the terminal moiety: 



wherein ®, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and preferably 
embodiments [0048] and [0049]. Such embodiments are hereinafter collectively referred to as 
embodiment [0088]. 

[0089] The definitions in embodiments [0090] - [0097] apply to R 5 and R 6 in embodiments 
[0083] - [0088] and supplement the definitions in embodiments [0020] - [0042]. To the extent there 
are any inconsistencies between the definitions in embodiments [0020] - [0042] and in embodiments 
[0090] - [0097], the definitions in embodiments [0090] - [0097] shall take precedence for the 
compounds of embodiments [0083] - [0088] only. 

[0090] "Alkyl" includes both straight and branched chain alkyl groups. For example, "Cr 8 -alkyl" 
and "Ci-e-alkyl" includes methyl, ethyl, propyl, isopropyl, pentyl, hexyl, heptyl, and t-butyl. However, 
references to individual alkyl groups such as 'propyl' are specific for the straight-chained version only 
and references to individual branched chain alkyl groups such as 'isopropyl' are specific for the 
branched chain version only. 

[0091] The term "halo" refers to fluoro, chloro, bromo and iodo. 

[0092] Where optional substituents are chosen from "one or more" groups it is to be understood 
that this definition includes all substituents being chosen from one of the specified groups or the 
substituents being chosen from two or more of the specified groups. 

[0093] A "heterocyclyl" is a saturated, partially saturated or unsaturated, mono or bicyclic ring 
containing 3-12 atoms of which at least one atom is chosen from nitrogen, sulphur or oxygen, which 
may, unless otherwise specified, be carbon or nitrogen linked, wherein a ring sulphur atom is 
optionally oxidized to form the S-oxide(s). Preferably a "heterocyclyl" is a saturated, partially 
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saturated or unsaturated, monocyclic ring containing 5 or 6 atoms of which at least one atom is 
chosen from nitrogen, sulphur or oxygen or a 8-10 membered bicyclic ring which may, unless 
otherwise specified, be carbon or nitrogen linked, wherein a ring sulphur atom is optionally oxidized 
to form S-oxide(s). Examples and suitable values of the term "heterocyclyl" are thiazolidinyl, 
pyrrolidinyl, 1,3-benzodioxolyl, 1,2,4-oxadiazolyl, 2-azabicyclo[2.2.1]heptyl, morpholinyl, 
tetrahydrofuranyl, furanyl, tetrahydropyranyl, piperidinyl, piperazinyl, thiomorpholinyl, 1,3-dioxolanyl, 
homopiperazinyl, thienyl, pyrrolyl, pyrazolyl, oxadiazolyl, tetrazolyl, oxazolyl, thienopyrimidinyl, 
thienopyridinyl, thieno{3,2d]pyrimidinyl, 1,3,5-triazinyl, purinyl, 1,2,3,4-tetrahydroquinolinyl, 
benzimidazolyl, benzthiazolyl, benzoxazolyl, benzothienyl, benzofuranyl, indazolyl, quinazolinyl, 
cinnolinyl, phthalazinyl, quinoxalinyl, napthyridinyl, benzotriazolyl, pyrrolothienyl, imidazothienyl, 
isoxazolyl, imidazolyl, thiadiazolyl, isothiazolyl, 1,2,3-triazolyl, 1,2,4-triazolyl, pyranyl, indolyl, 
pyrimidyl, thiazolyl, pyrazinyl, pyridazinyl, pyridyl, quinolyl, quinazolinyl, and 1-isoquinolinyl. 
[0094] A "heterocyclic group" is a saturated, partially saturated or unsaturated, mono or bicyclic 
ring containing 3-12 atoms of which at least one atom is chosen from nitrogen, sulphur or oxygen, 
which may, unless otherwise specified, be carbon or nitrogen linked, wherein a CH 2 group is 
optionally replaced by a C(0), and wherein a ring sulphur atom is optionally oxidized to form the S- 
oxide(s). Preferably a "heterocyclic group" is a saturated, partially saturated or unsaturated, 
monocyclic ring containing 5 or 6 atoms of which at least one atom is chosen from nitrogen, sulphur 
or oxygen or a 9 or 10 membered bicyclic ring which may, unless otherwise specified, be carbon or 
nitrogen linked, wherein a CH 2 group is optionally replaced by a C(0), and wherein a ring sulphur 
atom is optionally oxidized to form S-oxide(s). Examples and suitable values of the term "heterocyclic 
group" are pyrrolidinyl, 2-pyrrolidonyl 2,5-dioxopyrrolidinyl, 2,4-dioxoimidazolidinyl, 2-oxo-l,3,4- 
triazolinyl, oxazolidinyl, 2-oxazolidonyl, 5,6-dihydro-uracilyl, 1,3-benzodioxolyl, 1,2,4-oxadiazolyl, 2- 
azabicyclo[2.2.1]heptyl, morpholinyl, 2-oxotetrahydrofuranyl, tetrahydrofuranyl, furanyl, 
tetrahydropyranyl, piperidinyl, piperazinyl, thiomorpholinyl, 1,1-dioxothiomorpholinyl, 1,3-dioxolanyl, 
homopiperazinyl, thiophenyl, thienopyridinyl, thienopyrimidinyl, thieno[3,2d]pyrimidinyl, 1,3,5-triazinyl, 
purinyl, quinolinyl, isoquinolinyl, 1,2,3,4-tetrahydroquinolinyl, tetrahydroisoquinolinyl, imidazolyl, 
benzimidazolyl, benzothiazolyl, benzoxazolyl, benzothiophenyl, benzofuranyl, indazolyl, quinazolinyl, 
cinnolinyl, phthalazinyl, quinoxalinyl, napthyridinyl, oxazolyl, isoxazolyl, pyrrolyl, tetrazolyl, thiadiazolyl, 
isothiazolyl, 1,2,3-triazolyl, 1,2,4-triazolyl, pyranyl, indolyl, isoindolyl, pyrimidinyl, thiazolyl, pyrazolyl, 
3-pyrrolinyl, pyrazinyl, pyridazinyl, pyridinyl, pyridonyl, pyrimidonyl and 1-isoquinolinyl. 
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[0095] An "aryl" group is, for example, phenyl, indenyl, indanyl, naphthyl, tetrahydronaphthyl or 
fluorenyl, preferably phenyl. 

[0096] An example of "Cr 6 -alkanoyloxy" is acetoxy. Examples of "Ci- 8 -alkoxycarbonyl", "Ci- 6 - 
alkoxycarbonyl" and C r4 -alkoxycarbonyl include methoxycarbonyl, ethoxycarbonyl, N- and t- 
butoxycarbonyl. Examples of C 2 -6-alkynyl are ethynyl and 2-propynyl. Examples of "Cr 6 -alkoxy" include 
methoxy, ethoxy and propoxy. Examples of "Cr 6 -alkanoylamino" and Ci- 3 -alkanoylamino include 
formamido, acetamido and propionylamino. Examples of "Ci- 6 -alkylS(0) a wherein a is 0 to 2" include 
Ci-6-alkylsulphonyl, Ci-3-alkylS(0) a , methylthio, ethylthio, methylsulphinyl, ethylsulphinyl, mesyl and 
ethylsuiphonyl. Examples of "Ci- 8 -alkanoyl", "Ci- 6 -alkanoyl" and Cr 4 -alkanoyl include Cr 3 -alkanoyl, 
propionyl and acetyl. Examples of "/V-Ci- 6 -alkylamino" and N-(Ci- 3 -alkyl)amino include methylamino and 
ethylamino. Examples of "/V, N-(C r 6 -a Iky l) 2 a m i n o" and N,N-(Ci- 2 -alkyl) 2 amino include di-/V-methylamino, 
di-(/V-ethyl)amino, di-(/V-butyl)amino and /V-ethyl-N-methylamino. Examples of "C 2 -8-alkenyl" are Ci- 6 - 
alkenyl and C 2 - 3 -alkenyl, and include vinyl, allyl, and 1-propenyl. Examples of "N-(Ci- 3 -alkyl)sulphamoyl" 
and "/V-(Ci 5 alkyl)sulphamoyl" are /V-(Cr 3 -alkyl)sulphamoyl, /V-(methyl)sulphamoyl and N- 
(ethyl)sulphamoyl. Examples of "/V-(Ci-6-alkyl) 2 sulphamoyl" are N,N-(Ci- 3 -alkyl) 2 sulphamoyl, N,N- 
(dimethyl)sulphamoyl and /V-(methyl)-N-(ethyl)sulphamoyl. Examples of "N-(Ci- 8 -alkyl)carbamoyl" and "N- 
(Ci-6-alkyl)carbamoyl" are /V-(Ci-4-alkyl)carbamoyl, N-(Ci- 3 -alkyl)carbamoyl, methylaminocarbonyl, and 
ethylaminocarbonyl. Examples of "/V,/V-(Ci- 8 -alkyl) 2 carbamoyl" and "/V,/V-(Ci- 6 -alkyl)2carbamoyl" are 
/V,/V-(Ci-4-alkyl) 2 carbamoyl, /V,/V-(Ci- 2 -alkyl) 2 carbamoyl, dimethylaminocarbonyl and 
methylethylaminocarbonyl. Examples of "(heterocyclic group)Ci- 5 -alkyl" include piperidin-l-ylmethyl, 
piperidin-l-ylethyl, piperdin-l-ylpropyl, pyridylmethyl, 3-morpholinopropyl, 2-morpholinoethyl and 2- 
pyrimid-2-ylethyl. Examples of "(heterocyclic group)Cr 6 -alkoxy" include (heterocyclic group)methoxy, 
(heterocyclic group)ethoxy and (heterocyclic groupjpropoxy. Examples of "arylCi- 6 -alkyl" include 
benzyl, 2-phenylethyl, 2-phenylpropyl and 3-phenylpropyl. Examples of "aryloxy" include phenoxy and 
naphthyloxy. Examples of "C 3 - 8 -cycloalkyl" include cyclopropyl and cyclohexyl. Examples of "C 3 - 8 
cycloalkylCre-alkyl" include cyclopropylmethyl and 2-cyclohexylpropyl. Examples of "C r6 - 
alkoxycarbonylamino" include methoxycarbonylamino and t-butoxycarbonylamino. 
[0097] Composite terms are used to describe groups comprising more than one functionality 
such as arylCi-4-alkyl. Such terms are to be interpreted as is understood by a person skilled in the 
art. For example arylC r5 -alkyl comprises Cr 6 -alkyl substituted by aryl and such a group includes 
benzyl, 2-phenylethyl, 2-phenylpropyl and 3-phenylpropyl. 



10/574,088 
Substitute specification 



36 



[0098] In another embodiment of this aspect, the invention comprises compounds of the 
following general formula (4) (hereinafter embodiment [0098]): 

*l O R 14 

R3 ^T H \, /^ L - N w z -r (C(Rl3)2)t ^) 

P ° ^ (4) 

the N-oxide forms, the pharmaceutically acceptable addition salts and the stereo-chemically 

isomeric forms thereof, wherein 
o is -NH 2 or -OH; 

n is 0,1, 2 or 3, wherein when n is 0 then a direct bond is intended; 

t is 0, 1, 2, 3 or 4, wherein when t is 0 then a direct bond is intended; 

Q, X, Y, and Z are independently N or CH; 

R 1 is H or as defined in embodiment [0046], 

R 2 , R 3 , and R 4 are as defined in embodiment [0046]; 

R 12 is hydrogen, halo, hydroxy, amino, nitro, d-e-alkyl, Ci-6-alkyloxy, trifluoromethyl, di(Ci-6- 

alkyUamino, hydroxyamino and naphthalenylsulfonylpyrazinyl; 
-L- is a direct bond or a bivalent radical selected from Cr 6 -alkanediyl, amino, carbonyl and 

aminocarbonyl; 

each R 13 is a hydrogen atom, wherein when t is 2, 3, or 4 one of the R 13 is optionally aryl; 

R 14 is hydrogen, hydroxy, amino, hydroxyCr 6 -alkyl, Cr 6 -alkyl, Ci- 6 -alkyloxy,arylCi- 6 -alkyl, 
aminocarbonyl, hydroxycarbonyl, aminoCr 6 -alkyl, aminocarbonylCi- 6 -alkyl, 
hydroxycarbonylCi-e-alkyl, hydroxyaminocarbonyl, C r6 -alkyloxycarbonyl, Ci- 6 -alkylaminoCr 
e-alkyl or di(Ci- 6 -alkyl)aminoCi- 6 -alkyl; 

Ring A is selected from 




(a-!) (a-2) Ca-3) (a-4) 
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wherein each s is independently 0, 1, 2, 3, 4 or 5; 

R 5 and R 6 are independently selected from hydrogen; halo; hydroxy; amino; nitro; trihaloCi-6- 
alkyl; trihaloCre-alkyloxy; Ci- 6 -alkyl; Cr 6 -alkyl substituted with aryl and C 3 -io-cycloalkyl; d- 
e-alkyloxy; Ci- 6 -alkyloxyCi- 6 -alkyloxy; Cr 6 -alkylcarbonyl; Cr 6 -alkyloxycarbonyl; C r6 - 
alkylsulfonyl; cyanoCr 6 -alkyl; hydroxyCr 6 -alkyl; hydroxyC r6 -alkyloxy; hydroxyd-e- 
alkylamino; aminoCr 6 -alkyloxy; di(C r6 -alkyl)aminocarbonyl; di(hydroxyCi- 5 -alkyl)amino; 
(aryl)(Ci- 5 -alkyl)amino; di(Ci- 6 -alkyl)aminoCi- 6 -alkyloxy; di(Cr 6 -alkyl)aminoCi- 6 -alkylamino; 
di(Ci-6-alkyl)aminoCi-6-alkylaminoCi-6-alkyl; arylsulfonyl; arylsulfonylamino; aryloxy; 
aryloxyd-6-alkyl; arylC 2 -6-alkenediyl; di(Cr 6 -alkyl)amino; di(Ci- 5 -alkyl)aminoCi- 5 -alkyl; di(Cr 5 - 
alkyl)amino(Ci- 6 -alkyl)amino; di(Ci-6-alkyl)amino(Ci- 6 -alkyl)aminoCi- 6 -alkyl; di(Cr 6 - 
alkyl)aminoCi- 6 -alkyl(Ci-6-alkyl)amino; di(Ci-6-alkyl)aminoCi- 6 -alkyl(Ci-6-alkyl)aminoCi- 6 -alkyl; 
aminosulfonylamino(Ci- 6 -alkyl)amino; aminosulfonylamino(Ci- 5 -alkyl)aminoCi- 5 -alkyl; di(Cr 6 - 
alkyl)aminosulfonylamino(Ci-6-alkyl)amino; di(Ci-6-alkyl)aminosulfonylamino(Ci- 6 - 
alkyDaminoCre-alkyl; cyano; thiophenyl; thiophenyl substituted with di(Ci- 6 -alkyl)aminoCi- 6 - 
alkyl(Ci-6-alkyl)aminoCi- 6 -alkyl, di(Ci-6-alkyl)aminoCi- 6 -alkyl, Cr 6 -alkylpiperazinylCi- 6 -alkyl, 
hydroxyCi- 6 -alkylpiperazinylCi-6-alkyl, hydroxyCi-6-alkyloxyCi-6-alkylpiperazinylCi-6-alkyl, 
di(Ci-6-alkyl)aminosulfonylpiperazinylCi-6-alkyl, Ci-6-alkyloxypiperidinyl, Ci-6- 
alkyloxypiperidinylCi-e-alkyl, morpholinylC r6 -alkyl, hydroxyCi-6-alkyl(Ci- 6 -alkyl)aminoCi- 6 - 
alkyl, or di(hydroxyCi- 6 -alkyl)aminoCi- 5 -alkyl; furanyl; furanyl substituted with hydroxyd-e- 
alkyl; benzofuranyl; imidazolyl; oxazolyl; oxazolyl substituted with aryl and Ci-6-alkyl; Ci-6- 
alkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; piperidinylCre-alkyloxy; morpholinyl; Cr 5 - 
alkylmorpholinyl; morpholinylCr 6 -alkyloxy; morpholinylCr 5 -alkyl; morpholinylCr 5 - 
alkylamino; morpholinylCre-alkylaminoCre-alkyl; piperazinyl; Ci- 5 -alkylpiperazinyl; Cr 6 - 
alkylpiperazinylCi-e-alkyloxy; piperazinylCr 6 -alkyl; naphthalenylsulfonylpiperazinyl; 
naphthalenylsulfonylpiperidinyl; naphthalenylsulfonyl; Ci- 5 -alkylpiperazinylCi- 5 -alkyl; Cr 5 - 
alkylpiperazinylCre-alkylamino; Ci-6-alkylpiperazinylCi- 6 -alkylaminoCi- 6 -alkyl; Cr 6 - 
alkylpiperazinylsulfonyl; aminosulfonylpiperazinylCi-6-alkyloxy; aminosulfonylpiperazinyl; 
aminosulfonylpiperazinylCre-alkyl; di(Cr 6 -alkyl)aminosulfonylpiperazinyl; di(C r5 - 
alkyl)aminosulfonylpiperazinylCi- 6 -alkyl; hydroxyCi- 6 -alkylpiperazinyl; hydroxyd-e- 
alkylpiperazinylCre-alkyl; Cr 6 -alkyloxyperidinyl; Ci- 5 -alkyloxypiperidinylCi- 6 -alkyl; 
piperidinylaminoCi-e-alkylamino; piperidinylaminoCi- 6 -alkylaminoCi- 6 -alkyl; (Ci- 6 - 
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alkylpiperidinyl)(hydroxyCi- 5 -alkyl)aminoCi-6-alkylamino; (Ci- 6 -alkylpiperidinyl)(hydroxyCi- 6 - 
alkyl)aminoCi- 6 -alkylaminoCi-6-alkyl; hydroxyC i- 6 -a I ky loxyC i- 6 -a I ky I p i pe raz i ny I ; hydroxyCi- 6 - 
alkyloxyCi-6-alkylpiperazinylCi-6-alkyl; (hydroxyCi- 6 -alkyl)(Ci- 6 -alkyl)amino; (hydroxyd-e- 
alkyl)(Ci-6-alkyl)aminoCi-6-alkyl; hydroxyCi- 6 -alkylaminoCi- 6 -alkyl; di(hydroxyCr 6 - 
alkyl)aminoCi-6-alkyl; pyrrolidinylCi- 6 -alkyl; pyrrolidinylCre-alkyloxy; pyrazolyl; thiopyrazolyl; 
pyrazolyl substituted with two substituents selected from Ci-g-alkyl and trihaloC r5 -alkyl; 
pyridinyl; pyridinyl substituted with C r6 -alkyloxy, aryloxy or aryl; pyrimidinyl; 
tetrahydropyrimidinylpiperazinyl; tetrahydropyrimidinylpiperazinylCi- 6 -alkyl; quinolinyl; 
indolyl; phenyl; phenyl substituted with one, two or three substituents independently 
selected from halo, amino, nitro,Ci- 6 -alkyl, Cr 6 -alkyloxy, hydroxyCr 4 -alkyl, trifluoromethyl, 
trifluoromethyloxy, hydroxyCi- 4 -alkyloxy, Cr 4 -alkylsulfonyl, C i- 4 -a I ky loxyC i- 4 -a I ky loxy , C1-4- 
alkyloxycarbonyl,aminoCi- 4 -alkyloxy, di(Ci- 4 -alkyl)aminoCi- 4 -alkyloxy, di(Cr 4 -alkyl)amino, 
di(Ci- 4 -alkyl)aminocarbonyl, di(Ci- 4 -alkyl)aminoCi- 4 -alkyl, di(Ci- 4 -alkyl)aminoCi- 4 - 
alkylaminoCi-4-alkyl, di(Ci- 4 -alkyl)amino(Ci- 4 -alkyl)amino, di(C r4 -alkyl)amino(Ci- 4 - 
alkyl)aminoCi-4-alkyl, di(Ci- 4 -alkyl)aminoCi-4-alkyl(Cr 4 -alkyl)amino, di(C r4 -alkyl)aminoCi- 4 - 
alkyl(Ci-4-alkyl)aminoCi-4-alkyl, aminosulfonylamino(Ci- 4 -alkyl)amino, 
aminosulfonylamino(Ci-4-alkyl)aminoCi-4-alkyl, di(Ci- 4 -alkyl)aminosulfonylamino(Ci- 4 - 
alkyOamino, di(Ci- 4 -alkyl)aminosulfonylamino(Ci- 4 -alkyl)aminoCi- 4 -alkyl, cyano, piperidinyld- 
4-alkyloxy, pyrrolidinylCi- 4 -alkyloxy, aminosulfonylpiperazinyl, aminosulfonylpiperazinylCi- 4 - 
alkyl, di(Ci- 4 -alkyl)aminosulfonylpiperazinyl, di(Ci-4-alkyl)aminosulfonylpiperazinylCi- 4 -alkyl, 
hydroxyCi-4-alkylpiperazinyl, hydroxyCi- 4 -alkylpiperazinylCi- 4 -alkyl, Ci- 4 -alkyloxypiperidinyl, 
C r4 -alkyloxypiperdinylCi- 4 -alkyl, hydroxyC r4 -alkyloxyCi- 4 -alkylpiperazinyl,hydroxyCi- 4 - 
alkyloxyCi-4-alkylpiperazinylCi-4-alkyl, (hydroxyCi- 4 -alkyl)(Ci- 4 -alkyl)amino, (hydroxyCi- 4 - 
alkyl)(Ci-4-alkyl)aminoCi-4-alkyl, di(hydroxyCi- 4 -alkyl)amino, di(hydroxyCi- 4 -alkyl)aminoCi- 4 - 
alkyl, furanyl, furanyl substituted with-CH=CH-CH=CH-, pyrrolidinyld- 4 -alkyl, pyrrolidinyld- 
4-alkyloxy, morpholinyl, morpholinylCi-4-alkyloxy, morpholinylCi- 4 -alkyl,morpholinylCi- 4 - 
alkylamino, morpholinylCi- 4 -alkylaminoCi- 4 -alkyl, piperazinyl, Ci- 4 -alkylpiperazinyl, C1-4- 
alkylpiperazinylCi-4-alkyloxy, piperazinylCi-4-alkyl, C r4 -alkylpiperazinylCi- 4 -alkyl, C r4 - 
alkylpiperazinylCi-4-alkylamino, Ci- 4 -alkylpiperazinylCi- 4 -alkylaminoCi-6-alkyl, 
tetrahydropyrimidinylpiperazinyl, tetrahydropyrimidinylpiperazinylCi- 4 -alkyl, 
piperidinylaminoCi- 4 -alkylamino, piperidinylaminoCi- 4 -alkylaminoCr 4 -alkyl, (C r4 - 
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alkylpiperidinyl)(hydroxyCi- 4 -alkyl)aminoCi-4-alkylamino, (Ci- 4 -alkylpiperidinyl)(hydroxyCi- 4 - 

alkyl)aminoCi-4-alkylaminoCi-4-alkyl, pyridinylCi-4-alkyloxy, hydroxyCi-4-alkylamino, 

hydroxyCi-4-alkylaminoCi-4-alkyl, di(Ci-4-alkyl)aminoCi-4-alkylamino, 

aminothiadiazolyl,aminosulfonylpiperazinylCi-4-alkyloxy, and thiophenylCi- 4 -alkylamino; 

the central moiety 

^(CH 2 ) n 
— N Z— 

is optionally bridged (i.e., forming a bicyclic moiety) with a methylene, ethylene or 
propylene bridge; 

each R 5 and R 6 can be placed on the nitrogen in replacement of the hydrogen; 
aryl in the above is phenyl, or phenyl substituted with one or more substituents each 

independently selected from halo, Ci- 6 -alkyl, Cr 6 -alkyloxy, trifluoromethyl, cyano, and 

hydroxycarbonyl. 

[0099] In one embodiment of the compound according to embodiment [0098] (hereinafter 
embodiment [0099]), one or more of the following apply: 

a) n is 1 or 2; 

b) t is 0, 1 or 2; 

c) Z is nitrogen; 

d) R 12 is hydrogen, nitro, (Walkyloxy, trifluoromethyl, di(Ci- 6 -alkyl) amino, hydroxyamino or 
naphtalenylsulfonylpyrazinyl; 

e) -L-is a direct bond or a bivalent radical selected from Ci- 6 -alkanediyl, carbonyl and 
aminocarbonyl; 

f) each R 13 is hydrogen; 

g) R 14 is hydrogen, hydroxyCr 6 -alkyl, aminocarbonyl, hydroxyaminocarbonyl or di(Cr 6 -alkyl) 
aminoCi-6-alkyl; 

h) the A ring is a radical selected from (a-1), (a-7), (a-9),(a-10), (a-12), (a-14), (a-19), (a-20), 
(a-21), (a-22), (a-23), (a-30), (a-34), (a-49) and (a-50); 

i) each s is independently 0,1, 2 or 5; 

j) each R 5 and R 6 are independently selected from hydrogen; halo; nitro; trihaloCi-6-alkyl; 
trihaloCre-alkyloxy; C r6 -alkyl; Cr 5 -alkyloxy; Cr 6 -alkylsulfonyl; (aryl)(Ci- 6 -alkyl)amino; 
arylsulfonyl; aryloxy; arylC 2 -6-alkenediyl; di(Ci- 6 -alkyl)amino; thiophenyl; thiophenyl 
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substituted with di(Ci- 6 -alkyl)aminoCi-6-alkyl(Ci-6-alkyl)aminoCi- 6 -alkyl, di(Ci- 5 -alkyl)aminoCi- 

6-alkyl,Ci-6-alkylpiperazinylCi-6-alkyl, hydroxyCi- 6 -alkylpiperazinylCi- 6 -alkyl, hydroxyCi- 6 - 

alkyloxyCi-6-alkylpiperazinylCi-e-alkyl, di(Ci- 6 -alkyl)aminosulfonylpiperazinylCi- 6 -alkyl, Cr 6 - 

alkyloxypiperidinylCi-6-alkyl, morpholinylCre-alkyl, hydroxyCi- 6 -alkyl(Ci-6-alkyl)aminoCi- 6 - 

alkyl, or di(hydroxyCi-6-alkyl)aminoCi-6-alkyl; furanyl; oxazolyl; pyrrolyl; pyrazolyl; pyridinyl; 

pyridinyl substituted withC r6 -alkyloxy; quinolinyl; indolyl; phenyl; and phenyl substituted 

with one, two or three substituents independently selected from halo, amino, C r6 -alkyl, 

Ci-6-alkyloxy, hydroxyCi-4-alkyl, trifluoromethyl, trifluoromethyloxy, di(Ci- 4 -alkyl)aminoCi- 4 - 

alkyloxy, di(Ci- 4 -alkyl)amino, di(Ci- 4 -alkyl)aminoCi- 4 -alkyl, di(Ci- 4 -alkyl)aminoC r4 -alkyl(Ci- 4 - 

alkyDamino, di(Ci- 4 -alkyl)aminoCi- 4 -alkyl(Ci- 4 -alkyl)aminoCr 4 -alkyl, hydroxyCi- 4 - 

alkylpiperazinylCi-4-alkyl, hydroxyCi- 4 -alkyloxyCi- 4 -alkylpiperazinylCi- 4 -alkyl, di (hydroxyC r4 - 

alkyl)aminoCi- 4 -alkyl, pyrrolidinylC r4 -alkyl, pyrrolidinylC r4 -alkyloxy, morpholinylC r4 - 

alkyloxy, morpholinylC r4 -alkyl, and Cr 4 -alkylpiperazinylCi- 4 -alkyl, and 

k) the central moiety 

^(CH 2 ) n 
— Z— 

is optionally bridged {i.e., forming a bicyclic moiety) with a methylene bridge. 
[OlOO] In another embodiment of the compound according to embodiment [0098] (hereinafter 
embodiment [0100]), one or more of the following apply: 

I) n is 1 or 2; 

m) t is 0 or 2; 

n) Z is nitrogen; 

0) R 12 is hydrogen; 

p) -L-is a direct bond; 

q) each R 13 is hydrogen; 

r) R 14 is hydrogen; 

s) the A ring is a radical selected from (a-1), (a-9), (a-19), (a-20), (a-21), (a-22), (a-23), (a-49) 

and (a-50); 
t) each s is independently 0, 1, 2 or 5; 

u) each R 5 and R 6 is independently selected from hydrogen; halo; trihaloCi- 6 -alkyl; trihaloCi- 6 - 
alkyloxy; Ci- 6 -alkyl; C r6 -alkyloxy; arylC 2 -6-alkenediyl; di(Cr 6 -alky)amino; thiophenyl; 
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thiophenyl substituted with di(Ci- 6 -alkyl)aminoCi-6-alkyl(Ci- 5 -alkyl)aminoCi-6-alkyl, di(Cr 5 - 
alkyDaminoCre-alkyl, Ci- 6 -alkylpiperazinylCr 6 -alkyl, hydroxyCi- 6 -alkylpiperazinylCi- 6 -alkyl, 
hydroxyCi- 6 -alkyloxyCi- s -alkylpiperazinylCi-6-alkyl, Ci- 6 -alkyloxypiperidinylCi- 6 -alkyl, 
morpholinylCre-alkyl, hydroxyCi-6-alkyl(Ci-6-alkyl)aminoCi- 6 -alkyl, or di(hydroxyCi- 6 - 
alkyDaminoCre-alkyl; furanyl; oxazolyl; pyrazolyl; pyridinyl; pyridinyl substituted with Cr 6 - 
alkyloxy; quinolinyl; indolyl; phenyl; and phenyl substituted with one, two or three 
substituents independently selected from halo, amino, Ci- 5 -alkyl, C r5 -alkyloxy, hydroxyd- 
4-alkyl, trifluoromethyl, trifluoromethyloxy, di(Ci-4-alkyl)aminoCi-4-alkyloxy, di(Ci-4- 
alkyDamino, di(Ci- 4 -alkyl)aminoCi- 4 -alkyl, di(Ci-4-alkyl)aminoCi- 4 -alkyl(Ci-4-alkyl)aminoCi- 4 - 
alkyl, hydroxyCi- 4 -alkylpiperazinylCi-4-alkyl, hydroxyCi-4-alkyloxyCi- 4 -alkylpiperazinylCi- 4 - 
alkyl, di(hydroxyCi- 4 -alkyl)aminoCi-4-alkyl, pyrrolidinylCr 4 -alkyl pyrrolidinylCr 4 -alkyloxy, 
morpholinylCi-4-alkyloxy, morpholinylCr 4 -alkyl, Ci a nd-4-alkylpiperazinylCi- 4 -alkyl, and 
v) the central moiety 

^(CH 2 )n 

— Z— 

is optionally bridged {i.e., forming a bicyclic moiety) with a methylene bridge. 
[0101] In another embodiment of the compound according to embodiment [0098] (hereinafter 
embodiment [0101]), one or more of the following apply: 

w) n is 1; 

x) tisO; 

y) Z is nitrogen; 

z) R 12 is hydrogen; 

aa) -L-is a direct bond; 

bb) each R 13 is hydrogen; 

cc) R 14 is hydrogen; 

dd) the A ring is a radical selected from (a-1) and (a-20); 
ee) each s is independently 0 or 1; 

ff) each R 5 and R 6 is independently selected from hydrogen; thiophenyl; thiophenyl 
substituted with di(Ci- 6 -alkyl)aminoCi- 6 -alkyl or Ci- 5 -alkylpiperazinylCi- 5 -alkyl; furanyl; 
phenyl; and phenyl substituted with one substituents independently selected from di(C r4 - 
alkyl)aminoCi-4-alkyloxy, di(Ci-4-alkyl)amino, di(Ci-4-alkyl)aminoCi- 4 -alkyl, di(C r4 - 
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alkyl)aminoCi-4-alkyl(Ci-4-alkyl)aminoCi-4-alkyl, pyrrolidinylCr 4 -alkyl, pyrrolidinylCr 4 -alkyloxy 

and Ci-4-alkylpiperazinylCi-4-alkyl. 
[0102] In another embodiment of the compound according to embodiment [0098] (hereinafter 
embodiment [0102]), L is a direct bond and/or R 12 is H. 

[0103] In another embodiment of the compound according to embodiment [0098] (hereinafter 
embodiment [0103]), one or more of the following apply: 

a) tisO; 

b) R 12 is hydrogen, halo, hydroxy, amino, nitro, Ci- 6 -alkyl, Cr 6 -alkyloxy, trifluoromethyl or 

di(Ci- s -alkyl)amino; 

c) -L-is a direct bond or a bivalent radical selected from Ci- 6 -alkanediyl, amino, and carbonyl; 

d) R 14 is hydrogen, hydroxy, amino, hydroxyCre-alkyl, Ci- 6 -alkyl, C r6 -alkyloxy, arylCr 6 -alkyl, 

aminocarbonyl, aminoCi- 6 -alkyl, d-e-alkylaminoCre-alkyl or di(Cr 6 -alkyl)aminoCi- 6 -alkyl; 

e) the A ring is a radical selected from (a-1), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), (a-10), 

(a-11), (a-12), (a-13), (a-1 4), (a-15), (a-16), (a-1 7), (a-18), (a-19), (a-20), (a-21), (a-22), 
(a-23), (a-24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32), (a-33), (a-34), (a-35), 
(a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a-42), (a-44), (a-45), (a-46), (a-47), (a-48) 
and (a-51); 

f) each s is independently 0, 1, 2, 3 or 4; 

g) R 5 is hydrogen; halo; hydroxy; amino; nitro; trihaloC r5 -alkyl; trihaloCr 5 -alkyloxy; Cr 6 -alkyl; 

Cre-alkyloxy; Ci- 6 -alkylcarbonyl; Cr 6 -alkyloxycarbonyl; Ci- 5 -alkylsulfonyl; hydroxyCre- 
alkyl; aryloxy; di(Ci-6-alkyl)amino; cyano; thiophenyl; furanyl; furanyl substituted with 
hydroxyCre-alkyl; benzofuranyl; imidazolyl; oxazolyl; oxazolyl substituted with aryl and 
Cre-alkyl; Ci- 6 -alkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholinyl; Cr 6 - 
alkylmorpholinyl; piperazinyl; Ci- 6 -alkylpiperazinyl; hydroxyd-e-alkylpiperazinyl; C r5 - 
alkyloxypiperidinyl; pyrazoly; pyrazolyl substituted with one or two substituents 
selected from Ci- 6 -alky and trihaloCr 6 -alkyl; pyridinyl; pyridinyl substituted with Cre- 
alkyloxy, aryloxy or aryl; pyrimidinyl; quinolinyl; indole; phenyl; or phenyl substituted 
with one or two substituents independently selected from halo, Cr 6 -alkyl, Cre- 
alkyloxy, or trifluoromethyl; 

h) R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi-6-alkyl; trihaloCi-6-alkyloxy; Ci-6-alkyl; 

Cre-alkyloxy; Cr 6 -alkylcarbonyl; Cr 6 -alkyloxycarbonyl; Cr 6 -alkylsulfonyl; hydroxyC r6 - 
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alkyl; aryloxy; di(Cr 5 -alkyl)amino; cyano; pyridinyl; phenyl; or phenyl substituted with 

one or two substituents independently selected from halo, Ci- 6 -alkyl, C r6 -alkyloxy, and 

trifluoromethyl, and 

i) the central moiety 

^(CH 2 ) n 
— Z — 

is optionally bridged [i.e., forming a bicyclic moiety) with an ethylene bridge. 
[0104] In another embodiment of the compound according to embodiment [0098] (hereinafter 
embodiment [0104]), one or more of the following apply: 

a) R 12 is hydrogen, halo, hydroxy, amino, nitro, Ci- 6 -alkyl, Ci- 6 -alkyloxy, trifluoromethyl, 
hydroxyamino or naphthalenylsulfonylpyrazinyl; 

b) R 14 is hydrogen, hydroxy, amino, hydroxyCi- 6 -alkyl, Ci- 6 -alkyloxy, arylCi- 6 -alkyl, 
aminocarbonyl, hydroxycarbonyl, aminoCre-alkyl, aminocrbonylCi- 6 -alkyl, 
hydroxycarbonylCre-alkyl, hydroxyaminocarbonyl, Cre-alkyloxycarbonyl, Cr 5 - 
alkylaminoCi-6-alkyl or di(Ci-6-alkyl)aminoCi-6-alkyl; 

c) the A ring is a radical selected from (a-1), (a-2), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a- 
9), (a-10), (a-11), (a-12), (a-13), (a-14), (a-15), (a-16), (a-1 7), (a-18), (a-19), (a-20), (a- 
21), (a-22), (a-23), (a-24), (a-25), (a-26), (a-27), (a-28), (a-29), (a-30), (a-31), (a-32), (a- 
33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a-42), (a-43) and (a-44); 

d) each R 5 and R 5 are independently selected from hydrogen; halo; hydroxy; amino; 
nitro; trihaloCi- 6 -alkyl; trihalod-e-alkyloxy; Cr 6 -alkyl; Ci- 5 -alkyloxy; Cre-alkyloxyCre- 
alkyloxy; Cr 6 -alkylcarbonyl; Ci- 6 -alkylsulfonyl; cyanoCr 5 -alkyl; hydroxyCi- 5 -alkyl; 
hydroxyCi-6-alkyloxy; hydroxyCre-alkylamino; aminod-e-alkyloxy; di(Cr 5 - 
alkyDaminocarbonyl; di(hydroxyCr 5 -alkyl)amino; di(Ci- 6 -alkyl)aminoCi- 6 -alkyloxy; di(C r5 - 
alkyDaminoCre-alkylamino; arylsulfonyl; arylsulfonylamino; aryloxy; arylC 2 -6-alkenediyl; 
di(Ci- 5 -alkyl)amino; cyano; thiophenyl; thiophenyl substituted with di(Ci- 5 -alkyl)aminoCi- 
5 -alkyl(Ci-6-alkyl)aminoCi- 6 -alkyl, di(Ci- 6 -alkyl)aminoCi- 5 -alkyl, Ci- 5 -alkylpiperazinylCi- 5 - 
alkyl or di(hydroxyCi- 5 -alkyl)aminoCi-6-alkyl; furanyl; imidazolyl; Cr 6 -alkyltriazolyl; 
tetrazolyl; piperidinylCre-alkyloxy; morpholinyl; Ci- 5 -alkylmorpholinyl; morpholinylCi- 6 - 
alkyloxy; morpholinylCr 5 -alkyl; Ci- 6 -alkylpiperazinylCi- 5 -alkyloxy; Ci- 5 -alkylpiperazinylCr 
e-alkyl; Cr 6 -alkylpiperazinylsulfonyl; aminosulfonylpiperazinylCre-alkyloxy; 
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aminosulfonylpiperazinyl; aminosulfonylpiperazinylCr 5 -alkyl; di(Cr 5 - 
alkyDaminosulfonylpiperazinyl; di(Ci-6-alkyl)aminosulfonylpiperazinylCi-6-alkyl; 
hydroxyCi-6-alkylpiperazinyl; hydroxyCi- 6 -alkylpiperazinylCi- 6 -alkyl; Cr 6 - 
alkyloxypiperidinyl; Ci- 6 -alkyloxypiperidinylCi- 6 -alkyl; hydroxyCi- 6 -alkyloxyCi- 6 - 
alkylpiperazinyl; hydroxyCi-6-alkyloxyCi- 6 -alkylpiperazinylCi- 6 -alkyl; (hydroxyCi- 6 - 
alkyl)(Ci- 5 -alkyl)amino; (hydroxyCi-6-alkyl)(Ci- 6 -alkyl)aminoCi- 6 -alkyl; pyrrolidinylCr 5 - 
alkyloxy; pyrazolyl; thiopyrazolyl; pyrazolyl substituted with two substituents selected 
from Ci-6-alky) or trihaloCr 6 -alkyl; pyridinyl; pyridinyl substituted with Cr 6 -alkyloxy or 
aryl; pyrimidinyl; quinolinyl; phenyl; and phenyl substituted with one, two or three 
substituents independently selected from halo, amino, Ci- 5 -alkyl, C r6 -alkyloxy, 
hydroxyCi-4-alkyl, trifluoromethyl, trifluoromethyloxy, hydroxyCr 4 -alkoxy, d- 4 - 
alkyloxyCi-4-alkoxy, aminoCi- 4 -alkyloxy, di(Ci- 4 -alkyl)aminoCi- 4 -alkyloxy, di(C r4 - 
alkyDamino, piperidinylC r4 -alkyloxy, pyrrolidinylCi- 4 -alkyloxy, aminosulfonylpiperazinyl, 
aminosulfonylpiperazinylCi-4-alkyl, di(Ci- 4 -alkyl)aminosulfonylpiperazinyl, di(C r4 - 
alkyl)aminosulfonylpiperazinylC r4 -alkyl, hydroxyCi-4-alkylpiperazinyl, hydroxyCi-4- 
alkylpiperazinylCi-4-alkyl, Ci- 4 -alkyloxypiperidinyl, Ci- 4 -alkoxypiperidinylCi- 4 -alkyl, 
hydroxyCi- 4 -alkyloxyCi- 4 -alkylpiperazinyl, hyroxyCi- 4 -alkoxyCi- 4 -alkylpiperazinylCi- 4 -alkyl, 
hydroxyCi-4-alkyl)(Ci- 4 -alkyl)amino, (hydroxyCi- 4 -alkyl)(Ci- 4 -alkyl)aminoCi- 4 -alkyl, 
pyrrolidinylCi-4-alkoxy, morpholinylCr 4 -alkyloxy, morpholinylCr 4 -alkyl, C1-4- 
alkylpiperazinylCi-4-alkoxy, Ci-4-alkylpiperazinylCr 4 -alkyl, hydroxyCi-4-alkylamino, 
di(hydroxyCi-4-alkyl)amino, di(Cr 4 -alkyl)aminoCi- 4 -alkylamino, aminothiadiazolyl, 
aminosulfonylpiperazinylCi-4-alkyloxy, and thiophenyld- 4 -alkylamino. 
[0105] In another embodiment of the compound according to embodiment [0098] (hereinafter 
embodiment [0105]), 

R 12 is hydrogen, halo, hydroxy, amino, nitro, Ci- 6 -alkyl, Cr 5 -alkoxy, trifluoromethyl, 

hydroxyamino or naphtalenylsulfonylpyrazinyl; 
R 14 is hydrogen, hydroxy, amino, hyroxyCr 6 -alkyl, Ci- 5 -alkyloxy, arylCr 6 -alkyl, aminocarbonyl, 

hydroxycarbonyl, aminoCi-6-alkyl, aminocarbonylCi-6-alkyl, hydroxycarbonylCi-6-alkyl, 

hydroxyaminocarbonyl, Ci- s -alkyloxycarbonyl, Ci- 6 -alkylaminoCi- 5 -alkyl or di(Ci- 6 - 

alkyDaminoCre-alkyl; 
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the A ring is a radical selected from (a-1), (a-2), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), (a- 
10), (a-11), (a-12), (a-13), (a-1 4), (a-15), (a-16), (a-1 7), (a-18), (a-19), (a-20), (a-21), (a-22), 
(a-23), (a-24), (a-25), (a-26), (a-27), (a-28), (a-29), (a-30), (a-31), (a-32), (a-33), (a-34), (a- 
35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a-42)(a-43) and (a-44); and 

each R 5 and R 6 is independently selected from hydrogen; halo; hydroxy; amino; nitro; 
trihaloCi-6-alkyl; trihaloC r6 -alkyloxy; C r6 -alkyl; C r5 -alkoxy; Ci- 5 -alkyloxyCi- 5 -alkoxy; Cr 6 - 
alkylcarbonyl; C r6 -alkylsulfonyl; cyanoCr 6 -alkyl; hydroxyC r6 -alkyl; hydroxyd-e-alkyloxy; 
hydroxyCre-alkylamino; aminoCre-alkyloxy; di(Ci- 6 -alkyl)aminocarbonyl; di(hydroxyCr 6 - 
alkyDamino; di(Ci- 6 -alkyl)aminoCi- 6 -alkyloxy; di(Ci- 5 -alkyl)aminoCi- 5 -alkylamino; arylsulfonyl; 
arylsulfonylamino; aryloxy; arylC 2 -6-alkenediyl; di(Ci- 6 -alkyl)amino; cyano; thiophenyl; 
thiophenyl substituted with di(Ci-6-alkyl)aminoCi- 6 -alkyl(Ci-6-alkyl)aminoCi- 6 -alkyl, di(Ci- 6 - 
alkyl)aminoCi-6-alkyl, Ci- 6 -alkylpiperazinylC r6 -alkyl or di(hydroxyCi- 6 -alkyl)aminoCi- 6 -alkyl; 
furanyl; imidazolyl; Ci- 6 -alkyltriazolyl; tetrazolyl; piperidinylCi- 6 -alkyloxy; morpholinyl; Cre- 
alkylmorpholinyl; morpholinylCi- 6 -alkyloxy; morpholinylCi- 6 -alkyl; Ci- 6 -alkylpiperazinylCi-6- 
alkyloxy; Ci- 6 -alkylpiperazinylCr 6 -alkyl; Cr 6 -alkylpiperazinylsulfonyl; 
aminosulfonylpiperazinylCi-6-alkyloxy; aminosulfonylpiperazinyl; 
aminosulfonylpiperazinylCi-6-alkyl; di(Ci- 6 -alkyl)aminosulfonylpiperazinyl; di(Ci-6- 
alkyl)aminosulfonylpiperazinylCi-6-alkyl; hydroxyC r6 -alkylpiperazinyl; hydroxyCi- 5 - 
alkylpiperazinylCi-6-alkyl; Ci- 6 -alkoxypiperidinyl; C i- 6 -a I ky loxyp ipe r id i ny IC i- 6 -a I ky I ; hydroxyd- 
6 -alkoxyCi-6-alkylpiperazinyl; hydroxyCi-6-alkyloxyCi- 5 -alkylpiperazinylCi- 5 -alkyl; (hydroxyd- 
6-alkyl)(Ci-6-alkyl)amino; (hydroxyCi-6-alkyl)(Ci- 5 -alkyl)aminoCi-6-alkyl; pyrrolidinylCr 5 -alkoxy; 
pyrazolyl; thiopyrazolyl; pyrazolyl substituted with two substituents selected from C r5 - 
alkyl and trihaloCi- 6 -alkyl; pyridinyl; pyridinyl substituted with Cr 5 -alkoxy or aryl; 
pyrimidinyl; quinolinyl; phenyl; and phenyl substituted with one, two or three substituents 
independently selected from halo, amino, Cr 6 -alkyl, Cr 5 -alkoxy, hydroxyCr 5 -alkyl, 
trifluoromethyl, trifluoromethyloxy, hydroxylCi- 6 -alkoxyCi- 5 -alkyloxy, aminoCr 4 -alkyloxy, 
di(Ci-4-alkyl)aminoCi-4-alkoxy, di(Ci-4-alkyl)amino, piperidinylCi-4-alkoxy, pyrrolidinylCi-4- 
alkyloxy, aminosulfonylpiperazinyl, aminosulfonylpiperazinylCr 4 -alkyl, di(C r4 - 
alkyDaminosulfonylpiperazinyl, di(Ci-4-alkyl)aminosulfonylpiperazinylCi- 4 -alkyl, hydroxyd-4- 
alkylpiperazinyl, hyd roxy Ci- 4 -a I ky I p ipe raziny IC 1-4-a I ky I , Ci- 4 -alkyloxypiperidinyl, C r4 - 
alkyloxypiperidinylCi-4-alkyl, hydroxyCi-4-alkyloxyCr 4 -alkylpiperazinyl, hydroxyCi-4-alkoxyd- 
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4-alkylpiperazinylCi- 4 -alkyl, (hydroxyCi-4-alkyl)(Ci- 4 -alkyl)amino, (hydroxyCi- 4 -alkyl)(Ci- 4 - 
alkyl)aminoCi-4-alkyl, pyrrolidinylCi-4-alkoxy, morpholinylCi-4-alkyloxy, morpholinylCi-4-alkyl, 
Ci-4-alkylpiperazinylCi-4-alkoxy, Ci-4-alkylpiperazinylCi-4-alkyl, hydroxyCi-4-alkylamino, 
di(hydroxyCi- 4 -alkyl)amino, di(Ci-4-alkyl)aminoCi-4-alkylamino, aminothiadiazolyl, 
aminosulfonylpiperazinylCi-4-alkyloxy, and thiophenylCi-4-alkylamino. 

[0106] In another embodiment of the compound according to embodiment [0098] (hereinafter 

embodiment [0106]), 
tis 0; 

R 12 is hydrogen, halo, hydroxy, amino, nitro, Cr 6 -alkyl, Cr 6 -alkoxy, trifluoromethyl or di(C r6 - 
alkyDamino; 

-L- is a direct bond or a bivalent radical selected from C r6 -alkanediyl, amino and carbonyl; 

R 14 is hydrogen, hydroxy, amino, hydroxyCi- 6 -alkyl, Ci- 6 -alkyl, C r6 -alkoxy, arylCi- 6 -alkyl, 
aminocarbonyl, aminoCi- 6 -alkyl, Cre-alkylaminoCre-alkyl or di(CI-6alkyl)aminoCi- 6 -alkyl; 

the A ring is a radical selected from (a-1), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), (a-9), (a-10), ta- 
ll), (a-12), (a-13), (a-14), (a-1 5), (a-16), (a-17), (a-18), (a-19), (a-20), (a-21), (a-22), (a-23), 
(a-24), (a-25), (a-26), (a-28), (a-29), (a-30), (a-31), (a-32), (a-33), (a-34), (a-35), (a-36), (a- 
37), (a-38), (a-39), (a-40), (a-41), (a-42), (a-44), (a-45), (a-46), (a-47), (a-48) and (a-51); 

each s is independently 0, 1, 2, 3 or 4; 

R 5 is hydrogen; halo; hydroxy; amino; nitro; trihaloC r5 -alkyl; trihaloCr 6 -alkyloxy; Cr 5 -alkyl; C r 
e-alkyloxy; Ci- 6 -alkylcarbonyl; Cr 6 -alkyloxycarbonyl; Ci- 5 -alkylsulfonyl; hydroxyCi-6-alkyl; 
aryloxy; di(Ci- 6 -alkyl)amino; cyano; thiophenyl; furanyl; furanyl substituted with hydroxyd- 
e-alkyl; benzofuranyl; imidazolyl; oxazolyl; oxazolyl substituted with aryl and Cr 5 -alkyl; Cr 5 - 
alkyltriazolyl; tetrazolyl; pyrrolidinyl; pyrrolyl; morpholinyl; Ci- 5 -alkylmorpholinyl; 
piperazinyl; Cr 6 -alkylpiperazinyl; hydroxyd-e-alkylpiperazinyl; Ci- 5 -alkyloxypiperidinyl; 
pyrazoly; pyrazolyl substituted with one or two substituents selected from C r5 -alkyl and 
trihaloCre-alkyl; pyridinyl; pyridinyl substituted with Cr 6 -alkyloxy, aryloxy or aryl; 
pyrimidinyl; quinolinyl; indole; phenyl; and phenyl substituted with one or two substituents 
independently selected from halo, Ci-6-alkyl, Ci-6-alkyloxy and trifluoromethyl; 

R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi-6-alkyl; trihaloCi-6-alkyloxy; Ci-6-alkyl; d- 
e-alkyloxy; C r6 -alkylcarbonyl; Ci- 6 -alkyloxycarbonyl; Ci- 5 -alkylsulfonyl; hydroxyCr 6 -alkyl; 
aryloxy; di(Ci- 5 -alkyl)amino; cyano; pyridinyl; phenyl; or phenyl substituted with one or two 
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substituents independently selected from halo, Ci- 5 -alkyl, Ci- 5 -alkyloxy and tirfluoromethyl; 
and 

the central moiety 

/-(qH 2 ) n 
— Z— 

is optionally bridged (i.e., forming a bicyclic moiety) with an ethylene bridge. 
[0107] In another embodiment of the compound according to embodiment [0098] (hereinafter 
embodiment [0107}, 

n is 1 or 2; 

t is 0, 1 or 2; 

Z is nitrogen; 

R 12 is hydrogen, nitro, Cr 6 -alkyloxy, trifluoromethyl, di(Cr 6 -alkyl)amino, hydroxyamino or 

naphtalenylsulfonylpyrazinyl; 
-L-is a direct bond or a bivalent radical selected from C r6 -alkanediyl, carbonyl and 

aminocarbonyl; 
each R 13 represents a hydrogen atom; 

R 14 is hydrogen, hydroxyCi-6-alkyl, aminocarbonyl, hydroxyaminocarbonyl or di(Ci-6- 
alkyDaminoCre-alkyl; 

the A ring is a radical selected from (a-1), (a-7), (a-9), (a-10), (a-12), (a-14), (a-19), (a-20), (a- 

21), (a-22), (a-23), (a-30), (a-34), (a-49) and (a-50); 
each s is independently 0, 1, 2 or 5; 

each R 5 and R 5 is independently selected from hydrogen; halo; nitro; trihaloCi- 6 -alkyl; 
trihaloCre-alkyloxy; Ci- 6 -alkyl; Cr 6 -alkyloxy; Cr 6 -alkylsulfonyl; (aryl)(Ci- 5 -alkyl)amino; 
arylsulfonyl; aryloxy; arylC 2 -6-alkenediyl; di(Ci- 5 -alky)amino; thiophenyl; thiophenyl 
substituted with di(Ci-6-alkyl)aminoCi-6-alkyl(Ci- 6 -alkyl)aminoCi- 5 -alkyl, di(Ci- 5 -alkyl)aminoCi- 
e-alkyl, Ci- 6 -alkylpiperazinylCi-6-alkyl, hydroxyCi- 5 -alkylpiperazinylCi- 6 -alkyl, hydroxylCre- 
alkyloxyCre-alkylpiperazinylCre-alkyl, di(Ci-6-alkyl)aminosulfonylpiperazinylCr 6 -alkyl, Cr 6 - 
alkyloxypiperidinylCre-alkyl, morpholinylCr 5 -alkyl, hydroxyCi- 5 -alkyl(Ci- 5 -alkyl)aminoCi-6- 
alkyl, or di(hydroxyCi- 6 -alkyl)aminoCi-6-alkyl; furanyl; oxazolyl; pyrrolyl; pyrazolyl; pyridinyl; 
pyridinyl substituted withC r5 -alkyloxy; quinolinyl; indolyl; phenyl; and phenyl substituted 
with one, two or three substituents independently selected from halo, amino, C r5 -alkyl, 
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Ci-e-alkoxy, hydroxyC i- 4 -a I ky I , trifluoromethyl, trifluoromethyloxy, di(Ci- 4 -alkyl)aminoCi- 4 - 
alkyloxy, di(Cl 4alkyl)amino, di(Ci-4-alkyl)aminoCi-4-alkyl, di(Ci-4-alkyl)aminoCi-4-alkyl(Ci-4- 
alkyDamino, di(Ci-4-alkyl)aminoCi-4-alkyl(Ci-4-alkyl)aminoCi-4-alkyl, 
hydroxyl4alkylpiperazinylCr 4 -alkyl, hydroxyC 1-4-a Iky loxyCi-4-a I ky Ip ipe razinylC 1-4-a Iky I f 
di(hydroxyCi-4-alkyl)aminoCi-4-alkyl, pyrrolidinylCi- 4 -alkyl, pyrrolidinylCr 4 -alkoxy, 
morpholinylCi-4-alkyloxy, and morpholinylCi- 4 -alkyl, and Ci- 4 -alylpiperazinylCi- 4 -alkyl, and 
the central moiety 

^(CH 2 ) n 

— Z — 

is optionally bridged [i.e., forming a bicyclic moiety) with a methylene bridge. 
[0108] In another embodiment of the compound according to embodiment [0098] (hereinafter 
embodiment [0108]), 

n is 1 or 2; 

t is 0 or 2; 

Z is nitrogen; 

R 12 is hydrogen; 

-L-is a direct bond; 

each R 13 is hydrogen; 

R 14 is hydrogen; 

the A ring is a radical selected from (a-1), (a-9), (a-19), (a-20), (a-21), (a-22), (a-23), (a-49) and 
(a-50); 

each s is independently 0, 1, 2 or 5; 

each R 5 and R 6 is independently selected from hydrogen; halo; trihaloCr 5 -alkyl; trihaloCi- 6 - 
alkyloxy; Ci- s -alkyl; Ci- 6 -alkyloxy; arylC 2 -6-alkenediyl; di(Ci- 5 -alky)amino; thiophenyl; 
thiophenyl substituted with di(Ci- 6 -alkyl)aminoCi- 6 -alkyl(Ci- 6 -alkyl)aminoCi-6-alkyl di(Ci- 6 - 
alkyl)aminoCi-6-alkyl, Ci-e-a I ky I p ipe razinylC i- 6 -a Iky I , hydroxyCi- 5 -alkylpiperazinylCi- 5 -alkyl, 
hydroxyCi-6-alkyloxyCi-6-alkylpiperazinylCi-6-alkyl, Ci- 5 -alkyloxypiperidinylCi- 6 -alkyl, 
morpholinylCi-6-alkyl, hydroxyCi- 6 -alkyl(Ci- 6 -alkyl)aminoCi-6-alkyl, or di(hydroxyCr 5 - 
alkyl)aminoCi- 6 -alkyl; furanyl; oxazolyl; pyrazolyl; pyridinyl; pyridinyl substituted with C1-6- 
alkyloxy; quinolinyl; indolyl; phenyl; and phenyl substituted with one, two or three 
substituents independently selected from halo, amino, C r6 -alkyl, C r5 -alkyloxy, hydroxyd- 
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4-alkyl, trifluoromethyl, trifluoromethyloxy, di(Ci-4-alkyl)aminoCi- 4 -alkyloxy, di(Cr 4 - 
alkyDamino, di(Ci-4-alkyl)aminoCi-4-alkyl, di(Ci-4-alkyl)aminoCi-4-alkyl(Ci-4-alkyl)aminoCi-4- 
alkyl, hydroxyCi- 4 -alkylpiperazinylCi-4-alkyl, hyroxyCi-4-alkyloxyCi- 4 -alkylpiperazinylCi- 4 -alkyl, 
di(hydroxyCi-4-alkyl)aminoCi- 4 -alkyl, pyrrolidinylCi- 4 -alkyl, pyrrolidinylCr 4 -alkyloxy, 
morpholinylCi-4-alkyloxy, morpholinylCi-4-alkyl, and Ci- 4 -alkylpiperazinylCi- 4 -alkyl, and 
the central moiety 

^(CH 2 ) n 

— N Z— 



is optionally bridged [i.e., forming a bicyclic moiety) with a methylene bridge. 
[0109] In another embodiment of the compound according to embodiment [0098] (hereinafter 
embodiment [0109]), 

n is 1; 

tis 0; 

Z is nitrogen; 
R 12 is hydrogen; 
-L-is a direct bond; 
each R 13 is hydrogen; 
R 14 is hydrogen; 

the A ring is radical selected from (a-1) and (a-20); 
each s is independently 0 or 1; 

each R 5 and R 6 is independently selected from hydrogen; thiophenyl; thiophenyl substituted 
with di(Ci-6-alkyl)aminoCi- 6 -alkyl, or Ci- 6 -alkylpiperazinylCi- 5 -alkyl; furanyl; phenyl; and 
phenyl substituted with one substituents independently selected from di(Ci- 4 - 
alkyDaminoCi-4-alkyloxy, di(Ci- 4 -alkyl)amino, di(Ci- 4 -alkyl)aminoCi-4-alkyl, di(C r4 - 
alkyl)aminoCi- 4 -alkyl(Ci- 4 -alkyl)aminoCi-4-alkyl, pyrrolidinylCr 4 -alkyl, pyrrolidinylCr 4 -alkyloxy 
and Ci- 4 -alkylpiperazinylCi- 4 -alkyl. 
[0110] In the compounds of embodiments [0098] - [0109], R 1 , R 2 , R 3 , and R 4 are preferably as 
defined in embodiments [0048] and [0049]. In other embodiments of the compounds of 
embodiments [0098] - [0109], R 1 , R 2 , R 3 , and R 4 are all H. Other preferred embodiments of the 
compounds of embodiments [0098] - [0109] include the compounds of pages 21 and 22 and Table 
F-l of WO 03/076422 in which the terminal hydroxamic acid moiety (HO-NH-C(O)- ) is replaced with 
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wherein ®, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and preferably 
embodiments [0048] and [0049]. Such embodiments are hereinafter collectively referred to as 
embodiment [0110]. 

[0111] In embodiments [0098] - [0110] the definitions in embodiments [0112] - [0114] 
supplement the definitions in embodiments [0020] - [0042]. To the extent there are any 
inconsistencies between the definitions in embodiments [0020] - [0042] and in embodiments [0112] 
- [0114], the definitions in embodiments [0112] - [0114] take precedence for the compounds of 
embodiments [0098] - [0110] only. 

[0112] Halo is generic to fluoro, chloro, bromo and iodo; C r4 -alkyl defines straight and branched 
chain saturated hydrocarbon radicals having from 1 to 4 carbon atoms such as, e.g., methyl, ethyl, 
propyl, butyl, 1-methylethyl, 2-methylpropyl and the like; Ci-6-alky includes Ci-4-alkyl and the higher 
homologues thereof having 5 to 6 carbon atoms such as, for example, pentyl, 2-methylbutyl, hexyl, 
2-methylpentyl and the like; Ci- 6 -alkanediyl defines bivalent straight and branched chained saturated 
hydrocarbon radicals having from 1 to 6 carbon atoms such as, for example, methylene, 1,2- 
ethanediyl, 1,3-propanediyl 1,4-butanediyl, 1,5-pentanediyl, 1,6-hexanediyl and the branched isomers 
thereof such as, 2- methylpentanediyl, 3-methylpentanediyl, 2,2-dimethylbutanediyl, 2,3- 
dimethylbutanediyl and the like; trihaloCi- 6 -alkyl defines Ci- 6 -alkyl containing three identical or different 
halo substituents for example trifluoromethyl; C 2 -6-alkenediyl defines bivalent straight and branched 
chain hydrocarbon radicals containing one double bond and having from 2 to 6 carbon atoms such 
as, for example, ethenediyl, 2-propenediyl, 3-butenediyl, 2-pentenediyl, 3-pentenediyl, 3-methyl-2- 
butenediyl, and the like; aryl defines phenyl, and phenyl substituted with one or more substituents 
each independently selected from halo, Ci- 5 -alkyl, Ci- 5 -alkyloxy or trifluoromethyl, cyano, 
hydroxycarbonyl; aminoaryl defines aryl substituted with amino; C 3 -i 0 -cycloalkyl includes cyclic 
hydrocarbon groups having from 3 to 10 carbons, such as cyclopropyl, cyclobutyl, cyclopentyl, 
cyclopentenyl, cyclohexyl, cyclohexenyl, cycloheptyl, cyclooctyl and the like. 
[0113] The term "another Zn-chelating group" refers to a group which is capable of interacting 
with a Zn 2+ -ion, which can be present at an enzymatic binding site. 
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[0114] The N-oxide forms of the compounds of embodiment [0098] (hereinafter embodiment 
[0114]) comprise those compounds wherein one or several nitrogen atoms are oxidized to the so- 
called N-oxide, particularly those N-oxides wherein one or more of the piperidine-, piperazine or 
pyridazinyl-nitrogens are N-oxidized. 

[0115] In another embodiment, the invention comprises compounds of the following structural 
formula (5) (hereinafter embodiment [0115]): 



or a pharmaceutical^ acceptable salt thereof, wherein 
<D is -NH 2 or -OH; 

R 1 is H or as defined in embodiment [0046]; 
R 2 , R 3 , and R 4 are as defined in embodiment [0046]; 
n is 0, 1, 2 or 3 and when n is 0 then a direct bond is intended; 

/ / 

n . . — CC CR CH 

Q is nitrogen ot ^ , \ , or \ , 

X is nitrogen or ^ ; 
Y is nitrogen or ^ ; 

Z is nitrogen or ; 

R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, heterocyclyl, 
Cs-Cs-cycloalkyl, heteroaryl, Ci-C 7 -akyl, haloalkyl, Ci-C 7 -alkenyl, Ci-C 7 -alkynyl, Ci-C 7 -acyl, C r C 7 - 
alkyl-aryloxy, Ci-C 7 -alkyl-arylsulfanyl, d-C 7 -alkyl-arylsulfinyl, Ci-C 7 -alkyl-arylsulfonyl, Ci-C 7 -alkyl- 
arylaminosulfonyl, C r C 7 -alkyl-arylamine, Ci-C 7 -alkynyl-C(0)-amine, Ci-C 7 -alkenyl-C(0)-amine, Ci-C 7 - 
alkynyl-R 9 , Ci-C 7 -alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, Ci-C 7 -alkyl or Ci-C 7 -alkoxy; 




R 1 



(5) 
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r 12 is hydrogen, halo, hydroxy, amino, mtm, Cj^alkyi, G^alfcyloxy, triOuoromethyi, 
diCCf^alkyOansino, hydtoxyamino or naptitaienyJsulfonylpyfaziiiiyl; 

R 13 is hydrogen, Chalky], arylC^alkenediyl, furanylcarbonyi, naphtalenylcarbonyl, 
-C(01phen>lR 9 , C i^ikylaminocarbonyU aiainosui forty!, anlamsnosulfonyi, 
amt«osulfonyIamifto t di(C|^alkyI)ami«osulfonylamino, arylaminosulfonylamino» 
aminosylforjylamiBoCi^alkyl, di(Ci^kyi)aimnosuIfonylamtnoCj4alkyl, 
aryiaminasulfonylami 10C f[ alkyL di (C ^alkylJaminoC i $alkyi, 
Ct-iaalkylsulfonyl, dKC s ^alky1)arninosulfonyl, triha!oC|.$alkyl.stilfonyk 
di(aryl )C t ^alkylcarbonyl , thmphefiyiC^aJkykafbony! t pyridinylcarbonyl or 
arylC^aikyicarbonyl 
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wherein each R 9 is independency selected from phenyl; phenyl substituted with 
one, two or three sal titu i s independently selected from halo, amino, C^alkyl, 
Ci .galkyloxy, hydroxyC i^alkyl, hydroxyCf . 4 alkyloxy, arokoC i^alkyloxy, 
cfi(C i^a!kyl)amino€ j^alkybxy, di(Cf ^alkyl}aramo€ j „§alkyl s 
dt(Ci.6^kyl)aminoCi.6alkyl{Ci^kyl)aminoCj^akyi, 
hydroxyCj^alkylpiperazinylCi^alkyi, Ci^aikyloxypiperidinylCi^alkyl, 
hydoxyCi^alkyloxyCt^alkylpiperaziRyi, Ci^alkylpiper azmylC j-4dlkyl, 
di(h ydroxyC j^alkyl )ammoC j - 4 aikyl, pynolidinylCj ^alkyloxy, 
mofphoIinylC i-^alkyloxy, or morpholiny.ICi.4a.iky]; thiophenyl; or thiophenyl 
substi tuted wi th di(C 1 ^alkyi)aminoC 1 ^alkyloxy , di{C 1 .^aiky i)aoii noC t ^alkyl , 
di{C|-.galkyl)amincCi.eaJkyi{C]i.^alkyl)aminoCi.ga!kyl, pynolidinyiC i^aikyloxy , 
Ci^alkylpiperazinylCi^alkyi, diChydroxyCi^alkyOaminoCi ^aikyl or 
morpholmylC | „ 4 al kyloxy. 

r 14 is hydrogen, hydroxy; amino, hydroxyCj^alkyl, Chalky!, Cj^alkyloxy, 
aryiC^aikyL arninocarbonyl, hydroxycarbony 1 , ami noCj^alkyl, 
aminoearbonyiC j .galkyl , JiydroxycarboTtylCj^alkyl, hydroxyammoearbonyl, 
C 1 ^alkylox ycarbon yl, Cj ^al kylammoC 1 ^alky! or di(C 1 .&alkyl ) ammoC 1 .galkyl ; 
when r 13 & R 14 are present, an the same carbon atom, R 13 & R 14 together may form a 
bivalent radical of formula 
-C(0}-NH-CH 2 -NK !<) - (a-1) 
wherein R 10 is. hydrogen or aryl; 
when R 13 & R 14 are present on adjacent carbon atoms, R 13 & R 14 together may form a 
bivalent radical of formula 
»CH-CH=CH-CH» (I>1); 

aryl in the above is phenyl, or phenyl substituted with one or more substituents each 
independently selected from halo, Chalky!, Ci.ealkyloxy, tritluorornethyl cyano or 
hydroxyearbonyL 

[0116] In some embodiments of the compound according to embodiment [0115] (hereinafter 
collectively referred to as embodiment [0116]), one or more of the following restrictions apply: 
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n isO or!; 



R 1 is h ydroge a or n itro ; 

r13 is Ci.galkyl, aryiC Mj alkenediyl, tonylcarbonyl, naphta!enyicarbonyl, 
Cj ^alkylaminocarbOftyU aminosuifanyj, 
di(Ci4alkyi)aminosuIfo«ylamiiioCi.68lkyl, 

dl(Ci^alkyi)anitnoCj,6alkyi i j .^alkylsullrn yl di(< } 6 alkyl irony! 
trihaloC t -sal .kylsulfonyi , di (aryl)C j ^alkyicarbony! , thiophen y] C f .<,a! kyl carbony 1, 
pyridinyicarbonyi or arylC^alkylcarhonyl ; 
r14 is hydrogen; 

when R 13 & R 14 are present on the same carbon atom R 13 & R 14 together may ten a 
bivalent radical of formula wherein R ,0 ts aryl; 

when R 13 & R 14 are present on adjacent carbon atoms R 13 & R 14 together may form a 
bivalent radical of formula (!>!), 

[0117] In another embodiment of the compound according to embodiment [0115] (hereinafter 
embodiment [0117]), one or more of the following restrictions apply:: 
n is 1; ^ / 

Q is , \ , or \ 

Z is nitrogen; 

R 12 is hydrogen; 

R 13 is naphtalenylcarbonyi, Ci„i2aIkylsiiIfony! or di<ary!)Ci .gaIkykarf>onyl^ 
R 14 is hydrogen. 

[0118] In another embodiment of the compound according to embodiment [0115] (hereinafter 
embodiment [0118]), R 12 is H. 

[0119] In another embodiment of the compound according to embodiment [0115] (hereinafter 
embodiment [0119]): 
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r 12 is hydrogen, halo, hydroxy, amino, nUro, d^alfcyi, Ct.<>alkylo.v tt luorome hj 
or di(Ci^alkyl)ami«o; 

R 13 is hydrogen, Ci bdlkyl, «>< vK \ alkenediyl, furanyfcarbonyl, naphta < n> k irbo-i 1 1 
-C(0)pheny.R 9 5 Chalky! aminocarbonyk aminosulfonyl, arylaminosu.lfon.yl, 
aminosulfanylammo, dKC]^alkyi)amiiiosu]foiiylamino, 
di(C } „^alkyl)amiiioC'i4alkyl, Cj.^alkylsuifonyl , di(Ci^alkyl}amiBo$ultb«yI or 
f>yridifiyIcafbonyl wherein each R y is independently selected from phenyl; phenyl 
substituted with one, two or three sobstiiuents independently selected from halo. 
Chalky!, Ci^alkyloxy; or tbiophenyU 

R 14 is hydrogen, hydroxy, amino, hydfOxyC|,<-,alkyt } Chalky!, Cj.galkyioxy, 
arylC|. 6 ai.kyl, a.mmocarhonyl, ammoC;. 6 a!kyl. Ci^alkylaniinoCf^aikyl or 
di(C i „ 6 alkyl)aminoC , „ 6 aIkyL 

[0120] In some embodiments of the compound according to embodiment [0115] (hereinafter 
collectively referred to as embodiment [0120]), 

R i2 is hydrogen, halo, hydroxy, amino, nitro, Chalky!, Cujalkyloxy. trifluoromethyl or 
di(C^a].ky]}amino; 

R 13 is hydrogen, Cj^alkyl, arylCa^aJkenediyl, furanylcarbonyl, naphtalenylcarbonyl, 
-C{0)phenylR 9 , C j ^aikylaminoearbonyl, aminosu Ifonyl , arylaminostilfonyl, 
aminosulfonylambio, di{€j , jIIs yl) iminosulfonyiamino, 
di(C 5 ^aikyl)a.rnmoC s . 6 a!kyk C \ . i2 alkylsulfonyl , di(C t ^aikyi)aminosulfonyl or 
pyridinylcarbonyl wherein each R 9 is independently selected from phenyl; phenyl 
substituted with one, two or three suhstiiuents independently selected from halo, 
Cj.6a.lkyk Cj_.5a.lky.l0xy; or thiophenyl; and 

R 14 is hydrogen, hydroxy, amino, hydroxyCf^alkyt, Cj^alkyl, Ci.§alkyloxy, 
arylCi^alkyi, aminocarbonyl, aminoCmalkyl, Cj ^IkylamtnoCj .galkyl or 
di (Cj^alkyl )ami n oCi^alkyl. 

[0121] In some embodiments of the compound according to embodiment [0115] (hereinafter 
collectively referred to as embodiment [0121]), 
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h is 0 of 1; 



Qis 



or 



-NHC(0)Ci^alkanediylSH; R 12 is hvdrosen or nitro: R 13 is C^afkyl, 
arylQ^alkenediyt, furan yicarbonyi, ijaphtalenylcarbonyl, Ci^alkyiaminocarbony! , 
aminosuifonyl, di{Ci^a1ltyJ)araiiiosulf<mylamiRoCi^alkyl, 
di(Cj ^aikyi)aminoCt^alkyl, Ci^alfcyisulfonyi, di(C|^lkyI)anHnosulfonyl, 
trihaloCi^alkytsulfoayl, di(aryl)Ci^lkylcaifco!iyi thiophenylCj^aikylcarbonyl, 
pyridmylcartponyl or arylCi^alkykarbonyl; R 14 is hydrogen; when R 13 and R 14 are 
present on the same carbon atom r 13 & r 14 ^together may form a bivalent radical of 
formula (a-1) wherein R 1& is aryi; or when R 13 & R 14 are present on adjacent carbon 
atoms R 13 & R 14 together may form a bivalent radical of formula (b-1). 

[0122] In some embodiments of the compound according to embodiment [0115] (hereinafter 
collectively referred to as embodiment [0122]), 



hydrogen; R 13 is naphthalenylcarbonyl, Ci.iajtfkyisulfonyi or 

dl(aryl)Ct ^alkyicarbonyl ; and R 14 is hydrogen. 
[0123] Particular embodiments of the compound according to embodiment [0115] (hereinafter 
collectively referred to as embodiment [0123]) include the following 
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in which the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 




wherein ®, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and preferably 
embodiments [0048] and [0049]. 

[0124] In the compounds of embodiments [0115] -[0123], R 1 , R 2 , R 3 , and R 4 are preferably as 
defined in embodiments [0048] and [0049], while in other embodiments of the compounds of 
embodiments [0115] -[0123], R 1 , R 2 , R 3 , and R 4 are all H. Such embodiments are hereinafter 
collectively referred to as embodiment [0124]. 

[0125] In another embodiment, the invention comprises compounds of the following structural 
formula (6) (hereinafter embodiment [0125]): 
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^VnAp^ ^|( C v H 2)n ft ^ 

R 12 (6) 
or a pharmaceutically acceptable salt thereof, wherein 
O is -NH 2 or -OH; 

R 1 is H or as defined in embodiment [0046]; 

R 2 , R 3 , and R 4 are as defined in embodiment [0046]; 

n is 0, 1, 2 or 3 and when nkO then a direct bond k intended; 

m is 0 or I and when m is 0 then a direct bond is intended; 

t is 0, 1, 2, 3 or 4 and when t is 0 then a direct bond is intended; 

Q is mitogen or , ~~ CR \ , or CH \ ; 

X is nitrogen or ; 

Y is nitrogen or C ^ ; 
R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, 

heterocyclyl, C 3 -C 8 -cycloalkyl, heteroaryl, Ci-C 7 -akyl, haloalkyl, Ci-C 7 -alkenyl, C r C 7 -alkynyl, C r C 7 - 
acyl, Ci-C 7 -alkyl-aryloxy, Ci-C 7 -alkyl-arylsulfanyl, Ci-C 7 -alkyl-arylsulfinyl, Ci-C 7 -alkyl-arylsulfonyl, C r 
C 7 -alkyl-arylaminosulfonyl, Ci-C 7 -alkyl-arylamine, Ci-C 7 -alkynyl-C(0)-amine, C r C 7 -alkenyl-C(0)- 
amine, Ci-C 7 -alkynyl-R 9 , Ci-C 7 -alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, Ci-C 7 -alkyl or d- 
C 7 -alkoxy; 
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r 12 is .hydrogen, halo, hydroxy, amino, nlt.ro, Chalky!* C^alkyloxy, trifl.uorometliyi :S 
di(Cj,«alkyl)aitiino, hydroxyamino or !«^>lttal€a>K« i • j atinyl; 

-L~ is a direct bond or a bivalent radical selected from Cj^alkanedly], 
Ci^alkanediyloxy, amino, carbonyl or aminocarbonyl; 

each R 13 is independently represents a hydrogen afooi and one hydrogen atom cm be 
replaced by a subsiituent selected from aryl; 

r 14 is hydrogen, hydroxy, ammo, hydroxyCi^aJltyl, Cj^alkyJ, C^alkytoxy, 
arylCi^Ikyl, aasinoc^onyl, hydroxycarboiiyl, ammoCi^alkyl, 
amiiiocaitoBylCi^ajkyl, hydimparboaylCj^al&yi, hyteyarxMBOcarbonyl, 
Cj^aikyloxycafbotiyl, C M alky!aminoCi„ 6 alkyI or diCCi^alkyOammoC^aJkyl; 

R 15 is hydrogen, Cj^aikyl, C 3 ,«cyeloalkyl, hydimyCi^lkyl, C^aikyioxyC^alkyi, 
cfiCCi.galkyOaxraiioC^alkyl or aryl; 




is a radical selected from 




(a~3) 




(a-5) 
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whcxein each s is i * 3 »p< iid mtly 0, 1 . 2, 3, 4 or 5; 

each and R. 7 are independently selected from hydrogen; Mo; hydroxy; asaiao; mtro; 
tdhaloCt^alkyi; trihalcCi^aftyloxy; Ci.<saikyl; C^alkyl substituted with aryl and 
C^igcycloajkyl; C M ;alkyloxy; C^alkyloxyC^alkyioJcy; Cj^yicarboiiyl; 
Cj^alkylosycartxmyl;; C^aikylsulfonyl; cyaiioCi^aiky!; hydioxyCj^lkyi; 
hydroxyC ^aikykxxy; hydroxyC j.^alkylaimno; aminoC ^alkyloxy; 
di(Ci^kyl)amlrioeailxmyl; diChydroxyCj^alkyOamiflo; (aryi)(Ci^a]kyI)amino; 
diCC^ealkyOamittoCi^Mkytey; di(Ci^alkyi)aminoCi^aikylamiiM; 
di(Ci. 6 alkyJ)amim>^ aiylsulfonylamino; 
aryloxy; aryioxyCj^alkyl; arylCa^aikenedfiyl; di(Ci^aiky!)amino; 
di(C |^alky1)aminoCi^aIkyl; d{CCi^alkyi}ami:no(Ci^aJkyl)amieo; 
di{Ci^alkyl)aii^o(Ci.6alkyl)aiicdnoCi.^kyl; 
di(C ua!ky!)asiinoC{.6alkyI(Ci^Ikyl)amlno; 
di(C^6a&yl)aminoC^6a]kyl(C I . 6 a!kyl}almaoC l ^alky^; 
ammosulf oay!aaiino(C i ^alkyOamino; 
aminosulfon^damiiioCCt^alkyOamiiK^i^^kyl; 

<fi(Ci««alkyl)ami^^ cyano; tbiophenyl; 

thtoptayl sabstit^^ 

di(Ci^aikyI)amlnoCj-<s8lkyl, C j ^alkyipipe^iii^Ci^aikyl , 

hydroxyCi^aJkylpiperazinyiCi^alkyl, 

hydroxyCj „ 6 aiky1oxyC t^lkylpiperasinylC i . e alkyi, 
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di (C i ..galli yi}a ] t im Ifo v Ipij e-i izinylCi galkyi, 

( f ^alkylo> »i] sridinyl Ci^dk^oxypiperidinyJCi^alkyi ^orpholluylC^^alkyl, 

hydf OKyCj^alkyKC |^lkyl)aminoCt-^a]kyl, or diCb.y^xyC|^Bcyl)aiiiinoCi.6ai)cyl; 

furanyi; furanyl substituted with hydroxyCj.gaikyI; benzofaranyl; imidazoiyl; 

oxazolyl; oxazolyJ substituted with aryi and Ci^alk.yl; C^alkyifxiazolyl; tetrazolyl; 

pyrroMdlnyl; pyrralyt; piperidiny'ICi^atfcyloxy; morpholmyl; Ci^dkylmorpholmyi; 

marpholinylCi^alkyloxy; 

morpholmylCi^alkyi; ma*pholinylCi.galkylamina; 

BiorpholiaylC i^alkylaminoC 3 .^alkyl ; piperaxinyl; C 1 ^alkylpperazmyl ; 

Ci«galkylplperaz.inylC i^alkyloxy; piperazmylCi^Jkyi; 

naphtalen y is ulf onyl pi peraz i r vl ; n tphtiienxls^ foil] > jk ridmyl; naphtalenvlsuhonvi: 
Cj^alkylptperazinylC s _. 6 alkyl; C { ^alkyipiperezinyiC, ^alky) amino; 
C^^kylpiperazinylCi ^IkylamnoCj^aOc i; ( i^alkylppeimiuyls'olfoijyl; 
atninosulfofiiylpipefazmylCi^alkyloxy; amlnosalfonylpiperaziDyl; 
amiEOSulfoBylpipera^iiiylCi^alkyl; di(C|^kyl)aiBinosiilfonylpiperazinyl; 

di(Ci.6a!kyl)aminosuIfojEiyIpipera2;iayIC| -ealkyl; hy<frox.yCi^alkylpiperaziiiyI ; 

hydroxyCi-^ilkylpiper^mylC^alkyl ; Ct«$a0cyloxypiperidlnyl; 

Ci-gaJkyloxypi|»erldiiiylCi^alkyi; piperidmylamiiioCs^alkylaoiiiio; 

pipericHiiy]aiMBeCi.galJ£ylamnoCi„galkyl; 

(C^alkyipiperkli^ 

(Ci^alkylpiperidiii^ 

hydroxyC j . 6 aikylox yCi^alkylpiperazmyi; 

hydroxyC 1 ^al kyloxyC 1 ^alkylpiperazi n ylC 1 . galkyl ; 

(hydroxyC i ^alkyI)(C 1 . 6 aikyI)amiiio; (hydroxyC f .galkylXC ; . 6 alkyl)aminoC \ „<$alkyl ; 
hydroxyCt^alkylaminoCi^alfcyU di(hydmxyCi. 6 aIkyi}aniinoC i^alkyl ; 
pyrrolidinylCi.t j alkyI;pyiTo1idiiiylC 1 ^aikyioxy; pyrazolyl; tiaopyrazolyl; pytmolyl 
substituted with two sobstituents selected from Ci^attyl or tiihaloCi^alkyl; 
pyiidmyl; pyridinyl substituted with Cf^ilkyloxy, aryioxy or aryi; pyrbjudmyl; 
etrahydropyrimki piperazi y : .i itrahydmpyiiiMdioy!piperaziiiylC l .gaIkyl; 
qoinolinyl; indole; phenyl; phenyl substituted with one, two or three substiments 
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, d | d< - [ , i .. . > niao, mito, Cj^alb < Ikyloxy, 

liydioxyC|4alkyi, trifluoreroethyi trifiuoroniethyloxy, hydroxyCj4a]ky]oxy, 
Ci^aikyls^lfoeyl.Ci^alkyloxyCi^alkyloxyj Ci^alkyloxycaibcHiyl, 
aminoCj ^alkyJoxy, 

di (C { ^alky i)ami noCj .4al.ky.i0xy, di (C ] .4.alkyl)amiiio» di(C i^Mky^amiaocarbonyl , 
Jit C 1 . 4 uik yi umn m C 1 . 4 a j ky! . d: iC t 4 al kyl kminoC MalkylamiitoCi^alkyl, 

(Cj ^xiikyl )amino(C j 4aIkyi)amino di(< 1 all J atnin >(Cj sail 11 m Q jalkyi 
dKCi^alkyDaminoCi .4alkyl(C j ^alkyllaaiflo, 

ll^(Cl4alky.l)amk<Ci4alkyl(€^4alkyI)an^inoC^4alky.i, 
aminosttlfonylami v >{C =a]ky!}ammo ; 
aimno^Ifonylai^ 

d:H'| tallo i)an inosuifonyl imino(< *j pikylfcmino, 
dl(Cj.4alkyl)ami.no dli<»n\iamuu»t( t ^alkyOammoCi^alkyl, cyano, 
piperidinyiC j ^alkyloxy, pyrrolidiriylCi^aikyloxy; aramosulfonylpiperazmyl, 
.tii-jr !si IfonylpiperaziayK « talkyl di(< 1 ,4)ami iOMilv-nylfi; 1 tzi ryl 
i!( ' |.. 4 aikyj)amj.ti > uli niylpipera t f i K'j talk) hyd * Kyi j « .'!. ylpspera/iny!, 
hydroxyCi^aikylpiperazinyjCi^alkyl, Ci^aikyloxypipcndiiiyl, 
Cj^alkyloxypiperidinylCt 4 aikyl hydroxyCi4alkyIoxyCMaikylpipera?inyl > 
hydroxy C j 4a! kyloxyCi ^alkyipiperazi ny'iC 1 - 4 alkyi s 

(hydroxy u;.i : (< « kyl)amiiio» {hydrox>Ci^alkyl)(C|4aIkyl)ammoCi4alkyl, 
dg(hydroxyC j , 4 aIkyl}amino, di (hydroxyCi4a1kyl)ammoC j 4 alky] , furanyl, fiiranyl 
substituted with ^CHssCH-CHsCH^ pyrrolidinyJCi^alkyl, pyixoMnylCi^alkyloxy, 
moipholiflyk oiorpholinyiCi^alkyloxy, morpholinylCi^aikyk 
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mof|*oIittyl.C : i^ 

Ci^alkylpipefsmyl^ Ci^alkylp^nGsi»^ICi^all^loxy, psperaMnylCi^alfcyl, 
C w alk}4pipefa2iayiC w ^ 

'ijl pip* I l [ im?tio< ikyl rahydroj i i [ ( s 

teti^ydropyiinMtnylpapeneimylCi^alkyl, piperidiiiylaniiBoCi^alkylamino., 
piperidkyJamittcCi4alkyIaininoC|4^yl, 
<rj,4aIkylpipcridinyiXbxWnv)<. ~\ jail - i • Cj^alkylaoiiiM), 
(Cf^alkylpipeddiny^ 

pyridinylCj . 4 alkyloxy, hydrox)Ci„ 4 al.ky!arnmo, hydroxyC j . 4 alkylan:onoC j . 4 alkyl , 
tlfCi„4alfeyI>aiiimoC|.4aikylaniino :> amittotbiadiazolyl, 
arainosu 1 f j>» y J pi per azinylC j ^aikyloxy, or tMopheny 1C? ^alfcy lamrao; 
each R to and R v can be placed on the mitogen m replacement of the hydrogen; 

aryl in the above is phenyl, or phenyl substituted, with one or more substituents each 
independently selected from halo, C^alkyk Ci^alkyloxy, trifluoKjmeihyi, cyano or 
hydroxycaj honyl 

[0126] In some embodiments of the compound according to embodiment [0125] (hereinafter 
collectively referred to as embodiment [0126]), one or more of the following restrictions apply: 

n is 1; 
mfeOorl; 
t is 0,1 or 2; 

Qis™"^ , -< ,or — CH C ; 

r 12 is hydrogen or u^&ikyi; 

-L- is a direct bond; 
r 14 is hydrogen; 
R 15 is hydrogen; 



w |s a radical selected from (a-1), (&-20), (iv25), (a-27) t (a-28), (a-4J.) 
or (a-42); 

each s is kdi p sad i stly 0, 1, 2 or 3; 

each R* is independently selected from hydrogen, halo, Ci^alkyl or C^alkyloxy* 
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[0127] In other embodiments of the compound according to embodiment [0125] (hereinafter 
collectively referred to as embodiment [0127]), one or more of the following restrictions apply: 
n is 1; 

m is 0 or !; 

t is 0,1 or 2; ^ 

n , "C^T — cr — CH 

Qis ^ , \ ,or \ ; 

R 12 is hydrogen; 
! ~L- is a direct bond; 
Ri* is. hydrogen; 
R 15 is hydrogen: 

isi idicaJ s kctedfroD < 20),(a-25), < 27) i 28 ( 19} (a H 

or<a-42); 

< each s is independently 0, 1,2 or 3; 

each R 6 is independently selected from hydrogen, halo, Cj^alkyl or Ci^alkyloxy. 
[0128] In other embodiments of the compound according to embodiment [0125] (hereinafter 
collectively referred to as embodiment [0128]), one or more of the following restrictions apply: 

R i5 " is hydrogen, C^alkyl, C^iocycloalkyl, hydroxyC^alkyl, Ci^alkyloxyCi^alkyl 
or dsCC^alky^aminoCi^alkyl; 



-(A) 



s a radical selected from (a-l), (a-2). (a-3), (a-4) t (a-5>, (a-6), (a-7), <a-8) t 
(*9), (ft-10), (a~ll), (a~12), <*13)» (a-14). <a-15), (a-1.6), (a-17), (n-l'S). (a-19), 
(a-20), (a-21), (a-22), (*23), (a-24), (a~2S), (a-26), (a~27) f (a-2S), (a-29), (a-30), 
(*3l), £a-32), (a~34), (a-35), (a-36), (a-37), (*38), (a-39), (a-40), (a-41), 
(a-42)(a-43)0r(a~44); 
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each R & and R 7 are mdeperwtently selected from hydrogen; halo; hydroxy; amino; 
nitro; tiihaloCi^alkyl; trihaioC^aJkyloxy; C w alkyi; Ci^alkyloxy; 
Ci^alkyloxyCi^alk^oxy; d^kyfcaAonyi; C^alkylsulfonyt; cyanoCi^lkyl; 
hydroxyC,^al.kyl; hydroxyCj^alkyloxy; hycfeoxyC^galkylammo; 
aminoCi. 6 a!kyioxy; diCCj^alkyi^Bocarboiiyl.; di(hydrox>C H >a&yI)arBliio; 
arylC^alkyOamiTio; diCCi.galkyDaminoC^aikyloxy; 
<li(Ci. 6 a!kyl}aniinoCi. g alky!amino; arylsulfonyl; atyMlfoayiammo; aryloxy; 
aty!C2^a3keaediyl;di<Ci.6al]cyl)ainino; di(C|,6.aEyl)aiMnoCi^alky!; 

di(C t .$dkyl)aramoCi^alfoy! (C i ^alkyl )aminoC i „ 6 ai.kyl ; cyano; thiophenyl; 
thiophenyl substituted with dj(€|^kyl)anun<>e^ 
dl(Ci^aikyi)amiftoCi-6aikyJ, C^^kyipiperazinylCi^alkyl. or 
di{hydrox>C] ^alkyl)aminoCi^alkyl; furanyl; irradazolyl; C^alkyMamlyl; 
tetrazolyl; pyrrolidinyl; piperidmylC^aikyloxy; morpholinyi; 
C j ^alkylmorpholinyl ; tnoiph olinyiCj^galkyloxy; 

moipholmylCi-eaikyl; Ci^aikylpiperazinyl; C MalkylpipeminylCi-ealkyloxyj 
Ci^alkylpiperadnylCi-galkyl; Cf^alkylpiperazinylsulfotiyl; 
ami«osulfofiylpiperazmylC|^alkyIoxy; aminosuifonylpipera/intyJ; 
ammosuffonylpiperazmy^^ 

di(Ci.6alkyl}amino3iilfonylpipefaziRylCi^alkyi; hydroxyCi^alkylpiperaziriyl; 

hydimyCi-eaikylpiperaz^ 

Ci^dkyisxypiperid^ 

hydroxyCi^lkykixyCi^aifcylpipera23nylC|^alkyJ; 
(hydraxyCi^alkyi)(Ci^l^ 
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pyrasolyi substittiled with two 
Iky!; pyridinyl; pyridinyl 
quieojinyl; indole, phenyl; 



pynralidinylC^kyloxy; pyrazolyl; tliiopyrazolyl;. 
substituents selected from Chalky! or tdhaloCi^a] 
substituted with Cj .^alkyloxy or aryl; pyrimidiiiyi; 
phen>j substituted with ore, twooi three _ ibst tu sits n» Lif^HHni* el \ted from 
halo, amino, Chalky!, Cx^alkyloxy, hydmxyCi^al'kyl, triflooromathyl, 
tofluoromeihyloxy, hydmxyCg^alkyloxy, C1.4alkylox.yC i^&Ukyloxy, 
aininoCi^a&yloxy, cU(Ci^aIkyi)aini^ 
dl(C ? ^ailcyl)aimnoCi ^alkyi , 

di{Ci.4alkyi)axnino^ pipedcliiiylC^alkyloxy, 
pyrroMdinylCi^alkyloxy, aminosulfonylpiperazinyt 
aminosolfonylpipemzlEylCi^alkyl, diCCi^Elky^axmaosdfQiiylpipe^layl, 
di(Ci^aikyl)amiiiosuifonylpipera^nylCi^alkyl, hydroxyCi^alkylpiperasdnyl, 
iTydiXJxyCi^alkylpipensiBylCj.^ 

Ci^alkyloxypperidiSiylCi^alkyl, hydimyCf^alkyloxyC] .^.Ikylpipranyl, 
liydroxyC|.4^kyIoxyCi.4alkylpipemzinyiCj^alky! 5 

{hydioxyC M alkyi)(C M alkyl)amino, (hydraxyCj ^alkyl) (Cj ^ailc^aminaCi^lkyl, 
pynolidinylCi^alkyloxy, motpboIitiylCi^^kyloxy, morpfeolinylC^alkyl, 
Ci^alkylpiperazinyl, C^^kylpiperazinylCi^alkyloxy, 
Ci^alkylpiperazinylC j , 4 alky.l , 
hydroxyCMalkylamino, di( hydros yC|4alkyl)amiflo, 
di(C] _ 4 aIkyl)aminoC j ,. 4 a!kylaoiino, amtnothi adiazoly], 
amiiiosulfottylpiperazinylCi^Bikyioxy, or tMophetiyK: M alk>1a.mino. : 

[0129] In some embodiments of the compound according to embodiment [0125] (hereinafter 
collectively referred to as embodiment [0129]), one or more of the following restrictions apply: 

t = 0; 

m = 0; 
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r 12 is hydrogen, halo, hy&raxy, amino, nitco, C w alkyi, C^fcyloxy, trifluoromethyl 
or di(Cj ouikv; (amino; 

-L- is a direct bond or a bivalent radical selected ftom Ci^$alka»e«fiyl, 

Cf4frifamediyloxy, amino or oarbosyU 
RU is hydrogen, hydroxy, ammo, hydr©xyCi.#Ikyl, C^alkyl, Ci^aHcyioxy, 

arylC^alkyi, ammocarfeonyi, aminoCi^alkyl, Ci-galkykminoCi^alkyl or 

^(C|,galkyl)aminoCi-6aUcyi; 
R 15 is hydrogen; 



■ i s a radical selected from (a-J) s <a-3>, (a-4). (a-S), (a-6), <a-7} } (a-S), (a-9), 

{a-10X (a-11), <a-12), <a-!3>, (a-14), (a-15), (a-16), (a47), (a- 1 8), (a»19>, (a-20), 
<a-21), (a~22), <a~23), (a-24), <a-23), <a-26), <a-28), <a~29), (a-30), (a-31), (a-32), 
(a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a-39), (a-4G), (a~41), (a~42), (a-44), 
(a~45), (a-46), (a-47), £a~48) or (a-51); 
each s is independently 0, 1, 2, 3 or 4; 

: R 6 is hydrogen; halo; hydroxy; ammo; nitro; tBhaloC^alkyl; trihaloCi^alfcyloxy; 
Ci^aikyi; C^alkyloxy; Ci^alkykarbonyl; Cj^aJkyloxycarbonyl; 
C3., 6 alky;ImifonyI; hydroxyCi^alkyl; aryloxy; di(C|^alkyi)aMiio; cyano; 
thiophenyt; furanyl; ftmuiyl substituted with hydroxyCj. 6 atkyl; benzo&nmyl; 
imidazolyl; oxazolyi; oxazolyl substituted with aryl and Ci^alkyl; 
C^alkyltriazoJyi; tetnoolyJ; pyrrolidmyl; pyrrolyl; morpholinyl; 
Cusalkylmorpholmy!; piperazinyl; Ci^alkyipiperazinyl; 
hydroxyCi^lkylpiperassiiiyn Cj^lkyloxypiperidilnyl; pyrasoiy; pyxmolyt 
substituted with one or two sufostteents selected from Chalky! or tdhaloQ^alkyl; 
pyridmyl; pyridlnyl substituted with C^kytoxy, aryJoxy or aryl; pyrtraidinyl; 
quinolinyl; indole; phenyl; or phenyl substituted with one or two substtants 
independently selected torn halo, Ci^lkyk C^alkyloxy or trillnorometliyi; 
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R 7 is hydrogen; halo; hydroxy; aimno; mtmi trihaloCj^alkyl; trilmloCj^alkyloxy; 
C M a!Jcyi; Ci^ylsxy; Cm^tefjoii^; C^alkyloxycarbomyl; C*. 
^alkylsalfonyl; hydroxyCi^alkyl; m$foxy t diCCs^ky^asmno; cyano; pyridmyl; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Ci^lkyl, Ci^alkyloxy or MftuommistiiyL 

[0130] In some embodiments of the compound according to embodiment [0125] (hereinafter 
collectively referred to as embodiment [0130]): 

pis is hydrogen, Chalky!, Cs-iocydoalkyl, hydmxyCi^alkyl, Ci^kyioxyCwalkyl or 
di(Ci„ {) alky[)itimnoC { -5a!kyI; 



°kJ is a radical selected from (a-l), (a-2), (a-3), (a-4), <a~5), <a-6), (a-7), (a-8) t 
<a-9), (a-10), (a-11), (a- 12), (a-13) s (a-14), (a- 15), 

(a-16), (a-17), <a-lS), (a-19), (a-20), (a-22), (a-23), (a-24), (a-25), (3-26), 
(a-27), (a-28), (a~29) s (a~30), (a»31), (a-32), (a-33), (a-34), (a-35), (a-36), (a~37), 
(a-38), (a~39), (a-40), (a-4I)> (a-42) (a-43) or (*44); and 

each R* and R 7 afe independently selected from hydrogen; halo; hydroxy; amiao; nitro; 
tdhaloC^ealkyl; trihajoC^lkyioxy; CwafcyU C^atkylexy; 
Ci-gaUsyloxyCi-calkyloxy; Ci^lkylcaiixmyi; Ci^alkylsulfonyl; cyanoCHsaflcyl; 
hydf oxyCi^kyl; feydroxyC^aUkyloxy; hydroxyC i^alkylamino; 
amiiioCHsalkyloxjr, diCCi^lkyO^ao^* 0 ^ 1 ? di(hydrax>Ci^yl)ami!io; 
aryICi„ 6 a)kyi)amiBo;d^ 

di(Ci.pLkyl)amijioCi„ 6 alkylamino; arylsulfonyl; arykuifonyiammo; aryloxy, 
aryK^keiwdSyH di(Ci^alkyl}amino; dKCj^aIM)aminoC^a]k>'l; 
ditCi„#Ikyi)amin0Cj^ cyaao; tblopheiiyl; 

thiophenyl substituted with &(Ci^!kyl)aii»»^^ 
diCCi^alkyDaminoCi^alkyl, Ci^alkylpipera/JnylCt^alkyl or 
dt(hydioxyCi^aM^l)asHiKCi^alk^; foranyl; iraidazolyi; C^galkyhriazolyl; 
tetrazoiyl; pyrrolidinyi; piperidinylQ_#lkyk>xy; morpholmyi; 
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Ci^lkjtaoipholinyl; mo:rpbolitiylCi, 6 alk:yIoxy; 

motpholMCi^alkyl; e^kylpiperasiiryl; Ci^alkylpipraimylCi^Ikytey; 
C i^alkylplperaxmylCi , 6 aikyl; C^^aikylpiperaziitylsalf oiiyl; 
Mnmostilfemy^ 
ammosulfoiiyl^^ 

di(C i .. 6 alkyl )ami nosul ibn y Ipiperazi n ylC 3 . 6 aJ kyl; hydroxyCi.galkylpiperazinyl; 
hydmxyCi^ Wp^nyC-i^alkyJi Ci^alkyloxypipraidmyl; 
C l ^aMcyloxyCTP^^yl c i'^ 3 ^l hyitemyCi^^oxyCi^kyi^assdiiylj 
bydraxyCi^alkyioxyCi^kyi^iperazinylCi^Ikyl; 
{hydroxyC^alkylXC^alkyOammo; {h^xyCnsaUe^^^ 
pyrrolidinylCi^alkyloxy; pyrazalyl; fliiopyra^lyl; prolyl substituted with two 
siibstituents selected from Ci^alkyl or trihaloCj^alkyl; pyridmyl; pyridinyl 
substituted with Cj^alkyloxy or afyl; pyriiBidinyl; qumoimyi; indole; phenyl; 
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phenyl substituted with one, two or three substituents Independently selected foots 
halo, amino* 

C^alkyl Ci^aJkyloxy, hydroxyCj. 4 aikyl ? txifluorometiiyL trii >aoi >i lethyloxy, 

xyC] ilk loxy, Ci^al^IcKyCi^alkyloxy, aaodnoCi^alkyloxy, 
di(Ci^alkyi)amiiioCiwialkyloA^ di(C{ j#H£yI)amino, difCj tall \)m oCj^alfcyl, 
duCi^aikyDatninoC t filhlH't |alkyl)amrno€i.,4alkyl, p pen HnylC| lalkylaxy, 
P3 itoliciiiiylCi talkyloxy aiiiinosuilbnylpiperazinyl, 
aminosulfoi 1 fp ^-1 a/uo R" 1 lalkyl, di(Cs»4alkyI)arai:oos ilfoi 1 \\ iperazioyt 
diCCi^kyOaimiiosulfonylpiperazmylCi^alkyl, hydroxyCj^alkylpipetaziiiyl, 
hydroxyC j ,4 all y * pipe-] azi n yiCi^alkyk t V4a!k> bxypipei id myi 
Ct^alkytoxypiperidmylCi^ 
hydroxyC ^alkyioxyC i^alkyJpiperazinyiCi^alkyL 

<hydmxyCi^aiky!)(Ci^alkyl>miflO* (ltydmxyC|^.alkyl)(C f ^alkyljaminoCi^atky!, 

py^UdmylC^alkyloxy, moipMayiCi^alkyloxy, morpholioyiCi^alky!, 

Ci^alkylpiperazmyl » C i„4alkylpipemziByiC j^alkyloxy, 

Ci^lkylpiperazinylC j ^alkyl, 

hydmxyCj^alkyiamino, di(hydrox>C{^aJkyI)anuno» 

di(C| 4.alIyI)aminoC|4alky1aiiii»o, anrinotitiadtazolyi , 

aininosalfoaylpiper^mylCi^all^loxy, or thlopheaylCi^alkyiMano, 
[0131] In some embodiments of the compound according to embodiment [0125] (hereinafter 
collectively referred to as embodiment [0131]), t is 0, m is 0 and: 

r 12 is hydrogen, halo, hydroxy, amino, nitro, Chalky!, Ci^alkyloxy, triflaorometbyl or 
duQ . s a1ky!)amintx 

»L- is a direct bond or a bivalent radical selected from 
C i ^alkanediyi, Ci^aikanediyloxy, wmm or eartayl; 

Ri4 is hydrogen, hydroxy, amino, hydroxyCi-galkyl, Chalky], C^gaikyloxy, 
arylCi >alkyi ammocarbonyk umnoCi^alkyl 
Cj_ 6 alkyiaramoC|. 6 a]kyl or di(Ci^alkyl)aminoCj^alkyi; 

R 15 is H; 

© m a radical selected from (a-I), <a-3), (a-4), (a-5), (a-6), (a-7), (a-S), (a~0)» 
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(a-10), (a-Il), (a-J2), (a-i.3), <a-I4), (a-15), (a»l6) 5 (a- 17), (a-J8), (a-19), (a-20), 
(a~2I), (a-22), (a-23), <a~24), (a-25), (a-26), (a-28), (a~29) s (a-30), (a-31), (a-32), 
(a»33>, (a-34), (a-3S), (a-36), (a-37X (a-38), (*39), (MO), (a-41), (a-42), (*44), 
(a-45), (a-46), (a-47), (a-48) or (a~51); 
each s is in depend* i > 0, 1 , 2, 3 Dr 1; 

R*is hydrogen; halo; hydroxy; amino; ratoo; trihaioC^aBcy]; tahaioCj^alkyloxy; 
C^alkyl; Ci^alkyioxy; Ci^alkylcarhonyl; C j. 6 aikyloxycarbon>1 ; 
Ci-galkylsulfonyi; hydroxyCi^alkyl; aryioxy; di(C M aIkyi)arnmo; cyano; 
iMopheny!; furanyi; furanyi substituted with hydroxyCj^aJkyt benzafuranyi; 
iroktolyi; oxazofyl; oxazolyi substituted with ary! and Chalky!; 
Ci„galkyMaxolyl; tetrazolyi; pyrrolidinyl; pynoiyl; moipholmyl; 
C | ^afkyJmoiphoJinyJ ; pipera&inyl ; 
Ci^alkylpiperazin yl; hydroxyCt^alky ipiper azin y ! ; 
C}.. t valkyiox>piperidinyl; pyraxoly; pyiasoly! substituted with one or two 
subsdtoents selected from Ci^alkyl or trihaioCi^alkyl; pyridinyl; pyiidinyl 
substituted with Cj^alkyloxy or aryk pyriimdirryl; quinolmyl; indole; phenyl; or 
phenyl substituted with one or two sub&tiiuente independently selected from halo, 
C 3 _ 6 alkyL C^galkyloxy or toflaororaethyl; 

and R 7 is hydrogen; halo; hydroxy; amino; nitro; trlhaloCj^alkyl; tribal oCj.galkyloxy; 
C^aJkyl; C^ikyloxy; C|^ai.kykarbonyl; Cj^alkykvxycarbonyl; 
Cj-galkylsulfonyl; hydroxyCi^alkyi; aryloxy; di(C K) a!lyl)animo; cyano; pyridmyj; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Cj^alkyl, Ci^alkyloxy or trifluoitsmethyl 

[0132] In some embodiments of the compound according to embodiment [0125] (hereinafter 
collectively referred to as embodiment [0132]), 

/ / 

— CR C H . 

' ^ ' OT ^ 

n is 1 s oi is 0 or 1 ; t is 0,1 or 2; Q is ; 

R 12 is hydrogen or Ct^alkyl; -L- is a direct hmdi 
R 14 and R 15 are H; 



10/574,088 
Substitute specification 



77 



-0 



w is a radical selected from (a-I), (a-20), (a-25), (a-27), (a-28), (a-29), 
{a-4i) or (a-42); each s is independently 0, 1 or 2; and each R & is independently 
selected from hydrogen, halo e^alhloj C, ^Ikylo\y 

[0133] In some embodiments of the compound according to embodiment [0125] (hereinafter 
collectively referred to as embodiment [0133]), 

n is I ; m is 0 or ! ; t is 0, ! or 2; Q is ^ 
R 12 is hydrogen; -L- is a direct bond; 
R 14 and R 15 are H; 



^ is a radical selected from (a-l), (a-20), (a-27), (a-28), (a-29), 
(a-41) or (a-42); each s is independently 0, 1 or 2; and each R f> is independently 
selected from hydrogen, halo, Ci.gally! or Cj-galkyloxy, 

[0134] Particular embodiments of the compound according to embodiment [0125] (hereinafter 
collectively referred to as embodiment [0134]) include the following 
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wherein ®, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and 

preferably embodiments [0048] and [0049]: 
[0135] In the compounds of embodiments [0125] - [0134], R 1 , R 2 , R 3 , and R 4 are preferably as 
defined in embodiments [0048] and [0049]. In other embodiments of the compounds of 
embodiments [0125] - [0134], R 1 , R 2 , R 3 , and R 4 are all H. Such embodiments are hereinafter 
collectively referred to as embodiment [0135]. 

[0136] In another embodiment, the invention comprises compounds of the following structural 
formula (7) (hereinafter embodiment [0136]): 



or a pharmaceutically acceptable salt thereof, wherein 
O is -NH 2 or -OH; 

R 1 is H or as defined in embodiment [0046]; 

R 2 , R 3 , and R 4 are as defined in embodiment [0046]; 

n is 0, 1,2 Of 3 md wheti n Is 0 then a direct bond is intended; 

t is 0, 1, 2 S 3 or 4 md wfeen i is O then a direct tad is intended; 




(7) 




Q is nitrogen or 




X is nitrogen or 



Y is nitrogen or 



Z is nitrogen or 
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R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, 
heterocyclyl, C 3 -C 8 -cycloalkyl, heteroaryl, Ci-C 7 -akyl, haloalkyl, Ci-C 7 -alkenyl, C r C 7 - 
alkynyl, Ci-C 7 -acyl, Ci-C 7 -alkyl-aryloxy, Ci-Cy-alkyl-arylsulfanyl, Ci-Cy-alkyl-arylsulfinyl, 
Ci-C 7 -alkyl-arylsulfonyl, Ci-C 7 -alkyl-arylaminosulfonyl, Ci-C 7 -alkyl-arylamine, Ci-C 7 - 
alkynyl-C(0)-amine, Ci-C 7 -alkenyl-C(0)-amine, C r C 7 -alkynyl-R 9 , Ci-C 7 -alkenyl-R 9 wherein 
R 9 is hydrogen , hydroxy, amino, C r C 7 -alkyl or C r C 7 -alkoxy; 

R 12 is hydrogen, halo, hydroxy, amino, nitro, Cmalkyl, Ci^kyloxy, trifluofopjethyU 
di{Ci ..fiiiilvvDamino, hydmxyammo or naphtalenylsuifdnylpyt^nyl; 

"L- is a direct bond or a bivafeot radical selected from C t ^aIkaBsdiyl s 
d^alkyloxy, amino, carboayl or aminocarbonyl; 

each R 13 independently .represents a hydrogen atom and one hydrogen atom can be 
replaced by a subslitnent selected from aryl; 

R 14 is hydrogen, hydroxy, amino, hydroxyCi^alfcyl, C^alkyl, Cj^alkyloxy, 
arylCt„6alkyi aminocathonyl, hytiroxycartxmyl, aminoCi^alkyl, 
aminocarbonyJCj:.(,a].kyl, hydimycatbfmylCt»6aEyl,hydix>xyamkocartio«yl, 
C^aikyloxyearbonyi, C^atlcyiammoC! .$alkyl or di(C|. 6 a3kyl)ammoCi4alkyI; 




is a radical selected from 
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(8-41) 0*-42) (a-43) (a-44) 



\S ^ 

(a-45) (MS) <«-*7) (a-4S) 
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(a-49) (a-50) < a " 51 > 

wl rcit saeh , .1 ly 0, 1,2, 3.4< 

each R 5 and R 6 are independently selected from hydrogen; halo; hydroxy; ammo; mtro; 
trihaloCi.galkyl; trihaloC^alkyloxy; Chalky); C^alkyl substituted with aryl and 
Cs-iocycloalkyl; C^aikyloxy; Ci^alkyloxyC^feyJoxy; C^aJkyic^bonyl; 
C^alkyloXyearbonyU Ci-ealkySsulfonyls cyaiioC^lkyl; hydroxyC^alkyl; 
hydroxyC^alkyloxy; hydroxyC^aikylamino; aminoC n^lkyloxy; 
di<Cj.(salkyl)aiiiaocarboiiyi; di(hydroxyCi-6aIky!)amino; (aryl)(Ci^alky!)amino; 
di(Cj . 6 alkyi)amlnoC J .galkyloxy; di (C * . 6 alkyI)aminoC :! . 6 aJkylamt«o; 
di(Ci.G*]kyI)a^ arylsolfonylamino; 
aryloxy; fflryloxyC'i^alkyl; arylC3^1kenecfiyl;di{Ci^kyi)ianiiK>; 
di(Ci.#lky!)amjnoCi_salkyl; di(C^alkyl)amiiio<Ci,6alkyl)amifio; 
diCCi^alkxiuannHMCi^alkyOarninoCi^alkyi; 
di(C j ^lkyi)aminoC| .. 6 alkyl(Ci. 6 alkyI)ammo; 
diCC^lkyl)amm 

'amiaosuifo«ylanaiio(Ci.6a!kyl)axmno; 

amiaosiulfony!amiBo(Ci,6^1k>d)amk()Ci^aikyi; 

di(Ci^kyI)amiaosulfonyiamiao(Ci^lkyi)»Qako; 



10/574,088 
Substitute specification 



84 



di(Ci.6alkyl)anunosiilfon>UmmutCi. t> alk>a)aminoCi. 6 aikyl; cyanty thlophenyl; ' 

iMophenyi sutetitoted with dl{Ci^alkyl}affim^ 

dKCj^alky^aminoCi^alkyl Ci.gaikylpipasazmylCi^lkyl, 

hydfoxyCj^alkylpl|»era»inyICi^alkyl,. 

hydroxyCi.#IkyloxyCi. 6 alkyipiperaziByICj_6alkyL 

di(Ci^alfcy!)miit^^ 

C t <; alkyloxypjpendinyl ( x ^aJkyloxypipecidinylC^alkyl, morpteoImylC^alkyl 
hydroxyCi.,saikyl(€i^ or di{hydmxyCi^aiI^l)amiiioC|^kyi; 

Mmyk ftaraayl substituted with liydimyC 1 .. 6 alkyl; beiizoftoiyt; imidazolyl: 
oxazoiyl; oxazolyl substituted with aryi and Cj^alkyU C^galkyltikzolyi; tetrazolyl; 
pyirolidinyU pyixolyl; piperidiBylCi^aikyioxy; morpholisxyl; C^alkyJmorpholmyJ; 
moipholiaylCi^alkyJoxy; • . 
m(5spho]iftyICi.. 5 alJtyl;morplio!myjCi^alky!aiMno; 
motpb^itiylCi^alkylamiiioCi^alkyl; pip®nazi.nyi; Ci^alkylpiperazinyS; 

^#IfcylpipeTazinyIC^ 

mptoalenyMalfonylpiperazM^^ 

Cj^aikylpipcminylC,^^ 

C I „ 6 a}kylpipe^a^iBy]C3.r>alkylaiiiinoCi4aIky!; Ci^alkylpiperazinylsulfonyl; 
amiRasylfoiiylpiperaxinylCi.galkylDxy; aminosolfoiiylpiperazmyi; 
aminos u Ifoiiylpipeni myK { , a)k\ dt C ;{ _ 6 aj ; iuimnosulfon>ipiperazinyl; 
dK€i-6aikyl}ammmL^ 

hydroxyCi^alkylpif^minylCj^ikyl; Ci^lkyloxypiperidinyl; 
C M aIk7ioxypip^ 

piperidinylaminoC i^alkyl ammoC } ^alkyl; 
(Ci^alk^p^ 

hydK>xyCi. 6 alkylox>Ct,.6a1kylpipcrazisiyl5 
hydroxyC j^aJkyloxyC i^atkylpiperazinylCs , 6 alkyi; 
ChydroxyCi^D^^ 
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hydrnKjCj^alkylamincjCj^alkyl; di(hydmx^i^alkyI)aimndCi.6alkyI; 
pyrrolifeylC^aJkyl; py«oU^ylC ir ^alkyl^ pyiazoiyl; fttopynuniyb pyrazoiy! 
substituted with two substitueats selected from Chalky! or trihaloCi.^Ikyl; 
pyridinyl; pyridinyl substituted witib C s ^alky!oxy s aryloxy or aryl; pyrimldinyl; 
tetraoydtopyr*roi&^^ 

quinolinyl; indole; phenyl; plieayl substituted with oae, two or tee stsbstitaents 
independently selected froni halo, amino, nitre Chalky], C^alkyioxy, 
hydroxyCi.4alkyl, triflaoromethyl, trmuoican^hyloxy, hydfOxyCi^alkyioxy, 
CMalky!sijJfcmyi/Ci.4alkyioxyC w alky]oxy, Ci 4 a!kylQxyearbonyi 

di(Ci.4alkyi)animbcai-bonyl, di(C ^alky.l)ammoCi^alkyl f 

diiCt^alkyOaminoCx^alkykimnoCi^alkyl, 

di{Ci4alkyl)amin^ 

diCCi^alkyOa^noCi-^yKCi^dkyOammo, , ; 
di(Ct^a!kyl>aminoCi^aiky](Ci^kyl)aiifa«oC|«4alky!, 

&mmosu!fonylammo{C j ^alkyl Jamirto, 
aimiios«lfonylamfno<Ci.4alkyl)aminoCi4alk>i 

di(C MaIkyl)amiriosuJ fonyianiia o (C\ ^alkyl)ammoC 3 ^alkyi, cyano, 
pipetidinylCi^alkyloxy, pyrrolidinylCi^aJkyloxy, aniinosulfotiylpiperazinyl, 
aimnosuJfonylpiper^ 

diCC^^aikyOaminasulfonylpiperaxinyiCi^alky], hydroxyC|^dky.lpipi3raziay1, 
hydtoxyCi ^.alkylpiperazioyJCMaikyi, C M alkyIaxyplperidmyi, 
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? 4 a k\ h» yp p ( i j h«vlC M ulkyk hydroxyCi^alk) \ox y€ ; M alkylpiperazinyl, 
liydmxyCi^alkyloxyCj^alkylpiperazi n y 1 C | ^aJkyl , 

(by ctrox yC i _ 4 alkyl ) (C 3 4 a%l>mino f (hydroxyC^alkyJ )(C j. ^a) kyl)amiiioC w alkyl, 
di(hydiOKyCi.4alkyi)ainino, <M(hydmxyCi^afi^l)aaffiBoCi^fllkyI, furanyi, feanyl 
substituted with ^H=CE-CH=CH-, pynoIidmylCt^alkyl, pyrroiidinylC] ^alkyloxy, 
morphoJinyl, inorphol?Dy)Cj.4alky]oxy s rnorphojhtylCi ^alkyk 
moipholiiiyiCi^aikylamino, morphoIinylC t .^dkyiammoC^alkyl, piperazinyi, 
C^4alkylpipera7i^yi ^ C^4aiky1piperaz.my]C^,4al.ky.lo?^y i piperazmylC^alkyl 
Cj,.4slkylpiperazmylC 1< 4alkyl, Cmalkyipiper^inyiCMalkylamino, 
Ci 4al.kylpipej w ny.h \ j ilkylamiiioCj , al.ky.i, ieln^ydropyriimdiny'Ipipexaziayi 
tetrahydrop) nidin < i « . n Utyl, pi rklii f, nin \ \ yU t urn 
piperidmyiamisoC j^alk^laininoCi ^.aikyl, . 
(C j ^alkyJ p iperi d i n y 1 )(hy drox yC j , 4 alkyI)aiiJinoCj ^alkyl ami no, 
(Gi.4alkylpipe-nditiyl)(h ydroxyCj „*alky!) aminoC \ ^alkylamin oC j^aJkyl, 
pytidinylC j 4aJkyIoxy , 

jsydroxyCi^kylamlflo, hydmx^Ci^lkyiamiBoCi^alkyl, 

j i II > houdooCj^Mkyiaiiiino, aniltiofeiadiazolyk • 
anjlnosulfbrr^ 

each R 5 and R 6 can foe placed on the mtrogen in replacement of the hydrogen; 

aryl in the above is phenyl, or phenyl substituted with one or more sobstituents each . 
independeatly selected from halo, Ci^alkyl, C^alkyloxy, tdfluoromethy], cyano or 
hyttayearbonyl. 

[0137] Other embodiments of the compound according to embodiment [0136] (hereinafter 
collectively referred to as embodiment [0137]) are those in which one or more of the following apply 
(wherein each of R 2 , R 3 , and R 4 in this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in 
embodiment [0136]): 

n is .! or 2; 
■ tisO, 1,2 or 4; 
Qta ~~ C ^ 
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R* is hydrogen or mtro; 

-L~ is a direct bond Of a 'bivalent radical selected from C^aikaoediyi; 
R 4 is hydrogen; 



-0 - 



s a radical selected from (a-lX(a-2), (a-3), (a-5), (a-6), (a-Il), (a-1 .8), 
<a~20), Ca-21.X <&-32} s (a~33), <a-47) or (a-51); . 
each s is independently 0, 1, 2, or 4; 

each R s and R 6 are independently selected from hydrogen; halo; trihaloC i^alkyl; 
C^alkyl; Chalky! substituted with aryl and G 3 _ i6 cye.Ioalkyh C^alkyloxy; 
Ci^alfcylcarbonyl; benzoforanyl; naphtalenyisulfonyi; pyridmyl substituted will* 
aryloxy; phenyl; or phenyl substituted with one suhstitucnt independently selected 
from hydroxyCt-4alky'I or morpholi«ylCi4all?yi 

[0138] Other embodiments of the compound according to embodiment [0136] (hereinafter 
collectively referred to as embodiment [0138]) are those in which one or more of the following apply 
(wherein each of R 2 , R 3 , and R 4 in this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in 
embodiment [0136]): 

nisi; 

i Us 0,1 or 2; ^ 

.Q>"°^ , _C < ,or — CH \ ; 

i X is nitrogen, 
Y is nitrogen; 

■■ R 2 is hydrogen; 
■ ~L~ is a direct bond; 

each R 3 independently represents a hydrogen atom; 
R 4 is hydrogen; 

i @ is a radical seketed from (a-$), (a-Il), (a-20), (a~47> or (a~5I); 
each s is independently 0, l„ or 4; 

each E s and R 6 are independently selected from: hydrogen; C^alkyl; Ct^aJkyloxy; 

naphtaienylsulfonyl; or phenyl substituted with hydroxyC;Ma!kyl or 

morpholmylCj^alkyh 
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[0139] Other embodiments of the compound according to embodiment [0136] (hereinafter 
collectively referred to as embodiment [0139]) L is a direct bond. 

[0140] Other embodiments of the compound according to embodiment [0136] (hereinafter 
collectively referred to as embodiment [0140]) are those in which one or more of the following apply 
(wherein each of R 2 , R 3 , and R 4 in this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in 
embodiment [0136]): 
tis 1, 2, 3, or 4; 

R a is hydrogen, halo, hydroxy, amino, ntiro, C^alkyl, Ci^alkyloxy, tritaromethyi 
or di(C kyl)ammo; 

-L~ is a direct bond or a bivalent radical selected from Cf .^alkauediyl, 
Ci^kaaediyioxy, amino orcarbosyl; 

R 4 is hydrogen, hydroxy, amino, hydrox>€^a!kyi, Chalky!, Ci^alkyloxy, 
arylCf.gglkyl, amhiocarbonyl, aminoCj-^y^ Ci^alkylamkoCi^alkyl or . 
di{C^alkyl)amliioC;i^aIlcyi; 



\J is * radical selected, fom (a-1), (a-3), (a-4), (a-6), (a~7), (a~8), <a-9), 
(a-10), £a-Ii\ (a-12), (a-I3), (a-14), <a-15), &16% (a-17), (a-18), (a49), (a-20), 
(a-21), (a-22), (a-23), <a-24}, <a-25), (a~24& (a-28), (a.29), (a,30>, (a~31), (a-32), .! 
(a-33), (a-34), (a-35), <a»36)» (a~37) t (a-3S), <a-39), (a-40), (a-4lX (a-42), <a-44>„ 
(a-45), (a-46), (a-47),<*48) and (a-51); 
each s is independently 0, 1, 2, 3 or 4; 
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R* is hydrogen; halo; hydroxy; amino; nitxo; frMoCj,$a!kyh UihaloCi .^alkyloxy; 
Ci-galkyl;- Ci^alkyloxy; C^ikytcarbooyl; C^galkyloxyearbeiiyh 
C I ,£,:a!k> , isulfonyI; hydroxyC j^alkyf ; aryloxy; dj(Ci.6alkyi)iixiiino; cyaoo; 
thiophenyi; furanyl; furanyi substituted with nydroxy€;^a!ky1; benzofarasyi; 
imidazolyl; ox.ay,DiyI; oomlyi substituted with aryl andCj 6 alkyl; 
Ci^aikylfriazolyl; tetrazotyl; pynoiidinyl; pyrrolyi; iiiofpholinyl; 
C|.^alkylmorphoHnyi; piperadnyi; . '. ■ • 

i i galkylpij t razhryl; hydfoxyC] Galkylpiperazinyl; 
Ci f alk> % >\ \ j tpciidm\ I pyrazoly; pyrazoiy] substituted with one or two 
substituents selected from Ct^alkyl or irihatoCi^aikyl; pyridinyl; pyridinyl 
substituted with Ci^alkyloxy, aryloxy or aryl; pyrimidinyl; quinolinyl; indole; 
phenyl; or phenyl substituted with one or two substituents independently selected, 
from halo, Chalky!, Cj.galkyloxy or triiluoroniethyJ; 

R 6 is hydrogen; halo; hydroxy; amino; nitro; hihaloCj^aikyl; trihaioC^gsslkyloxy; 
Ci-galkyi; C|,$alky!oxy; Ci^alkylcarbonyl; Cj^alkyloxycarbotiyl; 

Cj^alkylsulfonyl; hydmxyCj^alkyl; aryloxy; di{C}^aIky!)ammo; cya.no; pyridinyl;- 
phenyl; or phenyl substituted with one or two substituents independently selected, 
ftom Mo, Chalky! Ci^alkyloxy or trifiuoromethyl., 

[0141] Other embodiments of the compound according to embodiment [0136] (hereinafter 
collectively referred to as embodiment [0141]) include those in which the following are true (wherein 
each of R 2 , R 3 , and R 4 in this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in 
embodiment [0136]): 
tis 1, 2, 3, or 4; 
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is hydrogen, halo, hydroxy, amino, nitro, C M aIkyl, Ci^alkylox.y, trifluoromethy! or 

tk>i ' Mkyl amino; ••• . 

•L m a direct bond or a bivalent radical selected from C^aika ediyl, 

Ci^alkanediyio \ amino or carbonyl; 
R 4 is hydrogen, b ydroxy, amino, hydroxyC^lkyl, C^gaikyl, C^galfcyloxy, 

aryJCmsaUkyl, aminocarbonyl, aininoCj^alkyh Gi. 6 alkylaminoCi^aIkyi-or . ' 

di(Ci.galkyI)aiiiinoC}„ 6 a]kyI; 



-~ y is a radical selected from (a~l), (a~3), (a-4), (a-5),- (a-6) ;1 (a-7), (a-8), (a-9), 
(a- 10), (a-11), (a-12X (a-13), (a-14) f (a45X (^16), (a-17), (a-18),-<a-1.9), (a-20)> ' 
(a-2 1 >, <a~22) t (a~23), (a-24), (a~25), (s-26), (a-28)> (a-29), (a-30), (a-3 IX (a-32), 
' (a-33), (a-34), (a-35), (a-36), (a-37), (a-38), <a~39), (a-40), (a-41), (a-42), (a-44), 
(a-45), (a-46), (a-47), (a-48) and (a-5 1); •' •. 

each s is independently 0, 1, 2 4 3 or 4: 

R* is hydrogen; halo; hydroxy, .amino; nitro; trihaloCi^alkyl; nihaloCj^alkyloxy; . 

Ci^aJkyl; Ci^aikyioxy; C^alkyleajbonyll; Cj^alkyloxycatbonyl; 

Ci^alkylsulfooyl; IiydroxyC|,§alkyl; aryioxy; di(Ci.galkyl)aiiiino; cyano; . 

thiophenyl; furanyl; furanyl substituted with hydjcoxyCj^alkyl; benzofuranyi; 
• imidazolyl; oxaxolyl; oxazolyl sabstituted with, aryl arid Ci^aJkyl; 
. Cj^kyMazolyJ; tetrazolyl; pyrroHdmyl; pyrrolyi; morpbolinyl; 

Ci-ealkylmoipholmyl; piperazinyl; • 

Ci4a.lkyii>ipe.ra2,inyI;bydroxyCi-g^ 

C i . 6 alkyloxypipeTidinyi; pyraaolyl; pyrazolyl substituted with one. or two 
substituents selected from Cj^alkyl oririhaloC'i^alkyh, pyridinyl; pyridinyf 
substituted with Cj^alkyloxy,. aryloxy or aryl; pyrimidmyk qnmoimyl; indole; 
phenyl; or phenyl snbstttut d v ith one oj tv o substituents mtk pi j -a \ ^deaed 
from halo, Cj^alkyh Cj.galkyloxy or t.nOuoromethyl; 
K is hydrogen; halo; hydroxy; amino; nitro; trihakCj^alkyl; bihaloCi^alkyloxy; 

Ci^alkyl; C^aflcyioxy; Ci^alkylearfconyl; Ci^aikyloxy^aidbonyl; 
C|.galkylsulfonyl; hydroxyCi^ s atkyl; aryloxy; di(C]^alky.l)amino; cyano; pyridinyl; 
phenyl; or phenyl sishsttated with one or two SBbs&tusnts independently selected 
from hate, Ci^alkyl, Ci^alkytay or tafinmsam^yl 
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[0142] Other embodiments of the compound according to embodiment [0136] (hereinafter 

collectively referred to as embodiment [0142]) are the following (wherein each of R 2 , R 3 , and R 4 in 

this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in embodiment [0136]): 

n is 1 or 2; 

tis 1, 2, 3, or 4; 

— csT — CR C — 

Qk ^ • x >° r ^ 
R 2 is H or nitro: 

"L~ k a direct bond or a bivalent radical selected from C j., 6 a!kao.eciy.l; R 4 i$ 
(7) 

hydrogen; v — / is a i tdk hi selected f oro (a-!),! a-2), (a-3), (a-5), (a*6X (u-1 1) 
(a~IS), (a-20), {a-21), (a-32), (a-33), (*47) or (a-Sl); each s is independently 0, 1, 
2, or 4; each R 5 and R* are independently selected from hydrogen; halo; 
iriiialoC ^alfeyl; C K»alkyl; Chalky! substituted with aryl and C 3 . tocycloalkyl; 
Cj^alkyioxy; Cj^alkylcarboByl; benzofuranyl; iiaphtalenylsulfonyl; pyridinyl 
substituted with aryloxy ; phenyl; or phenyl substituted with one subslitueot ' 
indqpendently selected from hydroxyCt^alkyi or morphoIiaylCj^alJtyl. 

[0143] Other embodiments of the compound according to embodiment [0136] (hereinafter 
collectively referred to as embodiment [0143]) are the following (wherein each of R 2 , R 3 , and R 4 in 
this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in embodiment [0136]): 
n is 1; 

tisO or 1 ; X is nit rogen; < Yis nitrogen; 

/ / / 

Q is ^ X ' or ^ 

R 2 is feydmgen; ~L» is a direct bond; each R 3 . independently 
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represents a hydrogen atom; R 4 Is hydrogen; . is a radical selected from (a- 
6), (a-i I), (a-20X (*47) or (a-Si); each s is independently 0, i, or 4; and each R 5 . 
and R* are independently selected from hydrogen; Chalky!; C^dkytoxy; 
naphtalenylsiilfbnyl; or ary! substituted with hydfexyC^alkyl or 
mofphoiinylCi^aikyL 

[0144] Particular embodiments of the compound according to embodiment [0136] (hereinafter 
collectively referred to as embodiment [0144]) include the following 
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x 



n h 



KH>> 



too 



in which the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 
H fl. 

€ y— n-c-- 

rA 

wherein o, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and preferably 
embodiments [0048] and [0049]: 

[0145] In the compounds of embodiments [0136] - [0144], R 1 , R 2 , R 3 , and R 4 are preferably as 
defined in embodiments [0048] and [0049]. In other embodiments of the compounds of 
embodiments [0136] - [0144], R 1 , R 2 , R 3 , and R 4 are all H. Such embodiments are hereinafter 
collectively referred to as embodiment [0145]. 

[0146] In another embodiment, the invention comprises compounds of the following structural 
formula (8) (hereinafter embodiment [0146]): 
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„ 2 \ O R" 

R 3 X=hf H ^ H >-C(R 13 ) 2 ) t -N-S-0 

R * R il 0 ~ 

or a pharmaceutically acceptable salt thereof, wherein 
O is -NH 2 or -OH; 

R 1 is H or as defined in embodiment [0046]; 

R 2 , R 3 , and R 4 are as defined in embodiment [0046]; 

n m 0» l. } 2 or 3 and when n is Q then a direct bond is intended; 
t is 0, 1 s 2, 3 or 4 and when t is 0 then a direct bond is intended; 

Q is nitrogen or C ^ s CR X or CH \ ; 



X is nitrogen or 

Y is nitrogen or ^ ; 

„ , . -CM" 
Z is nitrogen or x ; 

R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, heterocyclyl, 
C 3 -C 8 -cycloalkyl, heteroaryl, C r C 7 -akyl, haloalkyl, d-C 7 -alkenyl, Ci-C 7 -alkynyl, Ci-C 7 -acyl, C r C 7 - 
alkyl-aryloxy, C i -C 7 -a I ky la r y I s u If a ny I , Ci-C 7 -alkyl-arylsulfinyl, Ci-C 7 -alkyl-arylsulfonyl, Ci-C 7 -alkyl- 
arylaminosulfonyl, C r C 7 -alkyl-arylamine, Ci-C 7 -alkynyl-C(0)-amine, Ci-C 7 -alkenyl-C(0)-amine, Ci-C 7 - 
alkynyl-R 9 , C r C 7 -alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, C r C 7 -alkyl or C r C 7 -alkoxy; 

r 12 is hydrogen, halo, hydroxy, amino, nitro, C^alkyi, C|.galkyloxy, triffuoromethy], 
di(C^alky])afnino, hydroxyamino or napht ii . f ) ^razinyl; 

each R 13 independently represents a hydrogen atom and one hydrogen atom can be 
replaced by a substituent selected from aryl; 
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R 14 is hydrogen, hydroxy, amino, hydroxyCi^alkyl, Chalky!, C^galkyloxy, 
arylCi^alkyl, aminocarbopyl, hydroxycarbonyi, armnoC* .^alkyl, 
amkocarbonylCi-galkyl, hydroxycarbonylCj^dkyl, hydioxyaminocarboRyl, 
C j.§aikyloxycarbonyl, Ci^lkylaaiinoCj^alkyl of (fi(C^alky3}a:oii«oCi^aIkyl; 



r 15 is hydrogen, Chalky!., Civiocycloalk)! hyclroxyCj^alkyl, .Ci.«alkyloxyCM^i]kyl, 
di(C } ^alky IJaminoC |.galkyl or aryl; 




Ca-9} (a-10) (a- II) ^ l2 > 
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<*49) (a-50) (>-51) 



wherein each s is independently 0, 1, 2, 3, 4 or 5; 

each R b and R 1 are independently selected from hydrogen; halo; hydroxy; amino; nitre; 
trihaloCi. 6 aJkyI; trihaloCj. g alkyIoxy; Cj^alkyl; Chalky! substituted with aryl and 
C 5 .{ocyc.loalkyl; C^alkyloxy; C j .$alkyf oxyC j .galkyloxy; Cj^alkyicarbonyl; 
C i .galkyloxycsrbonyl ; C j ^alkyl sulfonyl ; cyanoC } kyl ; hydroxyC i ^alky 1 ; 
hydroxyC i^alkyloxy ; hydroxyC i^alkylatnino; amtnoCj^alkyloxy; 
di(C j ^aIkyl)amirsoearbonyl ; di(h ydrox yC\ .&alkyI)ammo; (aryl )(Ci.galky] )amino; 
di(Ci^alkyl)amtnoCi^a!kyioxy; di(C]„ 6 alkyl.)aminoCi^alkylammo; 
di(Cj^alky.1)aminoC|^aikylaminoCi^alkyl; arylsuifonyl; arylsolfonylaraino; 
aryloxy ; aryloxyC ^alkyl ; arylCs^aikene di y I ; di (C i ^alkyl)ami no; 
di(Ci^aIky])amiiK)Cf^dUc]^ 
di(Ci^aIk>l}araino(Ci.,6alkyl)an5ini>C|^alkyl; 
di(Ci^alkyl)anunoC i^alkyl(C i .galkyl /amino ; 
di(C|^aiky!)aminoCi^alkyl(C \ ^alkyl)aminoCi^alkyi; 
ammosu If on ylamino(C j .^al kyl)ami no; 
ami bos u I f on yl ami no(C } ^al k yl ) ami noC | .$aJkyl ; 
di(C j ,^ai ky!)ami nosul fonylammo(C ( ,$a Iky I )ami no; 

di(Ci^aIkyi)a mn > .• Jtonyiamitio(C j .^aikyDami noC i .^alkyl; eyano; tMophenyl; 

thiopheny! substi Cuted with di (C j .galky l)arni noC j ^alkyi (C j ,&al kyl)ami noC j ^alkyl , 
di (C i I kyl )amm oC \ ^al k y] > Chalky! piperazmyiC t^al kyl , 
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hydroxyCi^8lkylpiperaztnylCi-6alkyl» 

hydroxy C ] .galkyksxyC j ^alfcyifHperazinylCi -§alkyl, 

dtt(Ci.^kyl)anunos«lfonyipi|«ra2fflylC|^iialkyi, 

C iHS^yloxypiperidinyl, Ci^alkyloxypiperidinyJC|.6alkyl» raoiphoJmylC^galkyl, 
hydroxyCi.6alkyJ(Ci.^alky!)aminoC|.galkyl, or dt(hydroxyC|.$alkyl)aminoCi.galkyU 
furanyl; furanyJ substituted with hydrGxyQ^alkyk benzofuranyl; imklazolyf; 
oxazolyl; oxazolyl substituted with aryl and Ci^alkyl; Cj. 6 ai.kyltria2oiy.l; tetrazolyl; 
pyrrolidinyU pyrrolyl; pjperidinylCi-galkyloxy; motpholinyl; Ci^alkyimarphoimyl; 
moipholinylC j^alkyloxy; morpholinylCj^alkyH raoipholinyJC j^alkylaraino; 
morphoHnylCi-^ali lai HnoCj.6aI.kyl; piperazinyf; C\ galkyipiperazitiyl; 
Ci ^aJ kylpi perazi nylC 5 ^alky f oxy ; pi pet&a n ylC i^alkyl ; 

naphtakmylsulfonylpiperazinyl; naphtalenylsalfonylpiperidinyl; naphtalenylsaifoiiy!; 
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Ci-t,alkyl| ( a lylCi^alkyl; Ci^a!kylpiperaEin>iC|.plkylamina; 
C|^alkyipjperazinylCj,6aikyiamiiioCi«6aIkyl; Cj^lkyjpiperazmyisulfonyl ; 
aminosulfofiyipiperazinyICi. 6 alky!oxy; aminosulfonylpiperazinyl; 
aminosuifonylpiperannylC i ^alkyl ; di(Cj ^kyI)aminosuJfc»iylpipera2irtyl; 
di(Ci.6alkyl)ajrunosuif^^^ 

hydroxyC j ,<$alk ylpiperazinylCj .$a.lky.l ; Ci .galky loxypiperidmyl.; 

C J .gal kyloxypiperidinylC j .galkyf ; pi peridi n yl ami n oC j ^alkyl ami no; 

piped dioyl mil noC j 6 alky] ami noC j .< } al kyl ; 

(C i .galkyJ piperidi n yl )(h ydroxyC j .galky l)am.i noC * .^allcyl ami no; 

(C ^galkyl pipeiidia yl )(hydrox y C $ ^aiky!)ami n oC i ^alkyl ami noC j ^alkyl ; 

hydroxyC f ^alkyloxyC s^ky ipiperazinyi; 

hydros yC | ^alkylox yC j ^alky I piperazi nylCj ^ alky! ; 

(hydroxyCt^alkyl){Cj, 6 alkyI)amino; (hydroxyC s ^aikyl){Ci 6 aJkyl)amiaoCi. 6 alkyl; 
hydroxyC j _$alkyi aminoC \ .$alkyl ; di(hydroxyC j ^alkyj }aminoC j ^alkyl; 
pynoKdinyiC|.<jaikyl; pyoxjlidlnylCj^alkyloxy; pyrazolyl; Ihiopyrazolyl; pyrazolyl 
substituted with two substituents selected from Chalky] ortdhaloC^salkyl; 
pyridmyi; pyridmyi substituted with Ci^alkyloxy, aryloxy or aryl; pyrimidmyl; 
tetrahydmpyrimidmylpiperaziByl; tetfdhycfeopyrimidtnylpiperazinylCi^alkyl; 
quinolmy]; indole; phenyl; phenyl substituted with one, two or tee subslttuents 
independently selected from halo, amino, nitro, C^aikyl, Ci^alkyloxy, 

hydroxyCi^aikyl, triftuoromethyl, trifluoromethyloxy, hydroxyC i^alkyloxy, 

€ i „4alky Isulfonyl t C i ^alkyloxyC * ^alkyl oxy , C j .4a] k y Joxycarhotryl, 

amiooC i^alkyloxy, di(C j ^aIky!)aminoC 3 ^alkyloxy, di(C 1 ^alkyI)amino» 

di(C 1 ^alkyl )aminoc arbonyl , di (C $ ^aiky l)ami noC \ 4alkyJ , 

di (Cj ^alkyOamlnoCi^alky laminoCj ^alkyl, 

di(Ci^alky!)amino{Ci^aIky^^ 

di (C 1 4alkyI)amtnoC \ ^alkyKC 1 ^alkyi )amano s 

di (C 1 ^alkyl)aminoC i^alkyiCC w alkyl)aminoC i^alkyL 

ami nosulfbn y Iamino(C 1 ^aikyl )arnino ,. 

aniinosiiifonylaminoCCi4alkyl)aminoCi,4aikyl ; 
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di (C 1 4a1kyl)MM riosul f on ylamt no(C j ^alky l)amano, 

di (C i ^alkyl)aniinosulfonyl ami no(C i ,4a!kyl)amiiiQ€ j .&al kyi y cyano, 

piperidinylCi ^afkyloxy , pyrrotidinylC 5 ^alkyloxy, amtnosulfonylpiperazinyl, 

amifiosulfony!piperaziiiy!C|-4alky], dj(Ci^alky!^mtno$ulfonylpip&razinyl, 

diCCi^alkyOaminosiilfonyiiMperaziiiylCi^alkyJ, hydroxyC i^alkylpi perazmyl, 

hydroxyCi ^alkylpiperazinylCi^aikyl, Cj ^alkyloxypiperidiiiy!, 

Cj .4alkyloxypiperidinylC t^alkyl, hydroxyCi .4a3ky lox yC ] ^alkylpiperazinyl, 

hydro^yCi^alkyloxyC 1 ^alkylpipenuduylCi^aikyi, 

(hydroxyCi^aikylXCi^aikylJammo, (hydroxyCj^atkylXC j ^alkyl )arainoC } ^alkyi, 
di(hydroxyC 5 ^a]kyl)amt*iG, di (hydroxyC t^a1kyI)aminoCi^kyl, furanyl, furanyl 
substituted with -CH=CH-CH=CH- t pyrrolidinylCi^alkyl, pyrrolidinylCi ^alkyloxy, 
morpholinyl, motphotinylCi ^alkyloxy, morpholinylCf ^af kyl , 
moipholinylC Malkylamino, morpholitiylCi^aikylafmnoCi ^alkyi, piperazinyi 
C Malkylpipcrazinyl, Ci^alkyipiperazinylCi^alkyioxy, piperazinylCj^alkyl, 
C]^a^ky]pipe^az^ny!C|^3lkyl,C ! .4afk>1pipera«myJC^4aikykmm(>, 
C^alkylpipe^nylCi^alkylamm^ 

tetraJiy^kopyrtmidinylpipcfazinylCi^alkyl, piperidsriylajminoCi.4alkylarra«o t 

pipendinylarainoCj^al kylammoCj ^alky! , 

(C\ .4.aJky1piperidiny!X^ydroxyC M alkyl)aminoCi.4aI kylamino, 

CCj^alkylpipe^ 

pyridinylC 1 ^alkyloxy, hydroxyCi^alkylamino, hydroxyCi ^alkylammoCi^alkyl, 

di(C i.4a!kyl)aminoC| ^alkylamino, ami nothiadiasolyl, 

amiriosalfooyIpiperazinyiC]„4alkyloxy s or thiophenylC stalky I amino; 
each R 6 and R 7 can be placed on the nitrogen in replacement of the hydrogen; 
aryl in the above is phenyl, or phenyl substituted with one or more subsiituents each 

independently selected from halo, O^alkyJ, Ct^alkyloxy, (rsfluoroniethyl, cyano or 

hydroxycarbonyl, 

[0147] Other embodiments of the compound according to embodiment [0146] (hereinafter 
collectively referred to as embodiment [0147]) are those in which one or more of the following apply 
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(wherein each of R 2 , R 3 , R 4 and R 5 in this embodiment corresponds to R 12 , R 13 , R 14 , and R 15 , 
respectively, in embodiment [0146]): 

n is 0, I or 2; 
tisO, 1,2 or 3; 

^. — CR^ — CH^ 

R 2 is hydrogen, Ci^tKyi or napmaienyisuiioaylpyraaaiiyl; 

each R 3 independently represents a hydrogen atom; 

R 4 is hydrogen, hydroxy, hydroxyC^aJkyl orCi^lkyloxy; 

R 5 is hydrogen, C,.$alkyf, hydroxyCj^alkyl or C^aikyloxyC^alky.]; 

is a radical selected from (a-!), (a-7) or (a-20); 
each $ is independently 0 or 1 ; 

each R 6 is independently selected from hydrogen; thiophenyi; foranyl; benzofurafiyl; 
phenyl; or phenyl substituted with one sabstitoents independently selected from 
Ci^alkyl, C s ^alkyioxy t hydroxyCj^alkyl, e^aikylsulfony! ordi(C ! 4alkyi)amino; 
each R 7 is independently selected from hydrogen, 

[0148] Other embodiments of the compound according to embodiment [0146] (hereinafter 
collectively referred to as embodiment [0148]) are those in which one or more of the following apply 
(wherein each of R 2 , R 3 , R 4 and R 5 in this embodiment corresponds to R 12 , R 13 , R 14 , and R 15 , 
respectively, in embodiment [0146]): 

ii is 1 or 2; 
t is 0, 1,2 or 3; 

Qis ^ — CR CH 
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R 2 is hydrogen or Chalky!; 

each R 3 independently represents a hydrogen atom; 

R 4 is hydrogen; 

R s is hydrogen or Ci^alkyloxyCi^dkyl; 



is a radical selected from (a-i) or (a-20); 
each s is independently 0 or !; 

each R 6 is independently selected from hydrogen; thiophenyl; furanyl; benzofutanyl; 
phenyl; or phenyl substituted with one substituents independently selected from 
Cj^alkyl, Ci^alkyloxy, hydroxyC^alkyl ordi(C|^alkyl)ammo. 

[0149] Other embodiments of the compound according to embodiment [0146] (hereinafter 

collectively referred to as embodiment [0149]) are those in which R 12 is H. 

[0150] Other embodiments of the compound according to embodiment [0146] (hereinafter 

collectively referred to as embodiment [0150]) are those in which one or more of the following apply 

(wherein each of R 2 , R 3 , R 4 and R 5 in this embodiment corresponds to R 12 , R 13 , R 14 , and R 15 , 

respectively, in embodiment [0146]): 

tisO; 

R 2 is hydrogen, halo, hydroxy, amino, nitro. Chalky! , C^alkyloxy, trifluoromethyl 

or di(C|^alkyl)amino; 
i R 4 is hydrogen, hydroxy, amino, hydroxyCi-galkyl, Ci^alkyl, C^galkyloxy, 

arylCi^aikyl, aminocarbosyl, aratnoC^lkyl, Ci^alkylarninoCi^lkyi or 

di (C i ^alkyl)aminoC 3 ^alkyl ; 
R 5 is hydrogen 



is a radical selected from (a- 1), (a-3), (a-4). (a-5), (a -6), (a-7), (a-8), (a-9), 
(a-10), (a-11), (a-12), (a-13), (a-i4), (a-15), (a-16), (a-17), (a-18), (a-19), (a-20), 
(a-21) t (a-22), <a-23), (a-24), (a-25), (a-26), (a-2S), <a-29), <a-30) t (a-31), (a-32), 
(a-33), (a-34), <a-35), (a-36), (a-37), (a-38), (a-39), <a-40), (a-41). (a-42), (a-44), 
(a-45), (a-46), (a-47), (a-48) or (a-51); 
each s is independently O, 1 , 2, 3 or 4; 
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R* is hydrogen; halo; hydroxy; ammo; mtro; frihaloCi^aJkyl; trihaloCj^alkyloxy; 
Chalky]; Cj^aJkyloxy; C^ealfcylcarbonyl; Ci^alkyloxycarbonyl; 
Ci^alkylsulfonyl; hydroxyCi^aikyl; atyloxy; diCCi^alkyDaniirso; cyano; 
thiophenyl; furanyi; fiiranyi substituted with hydroxjCi^alkyl; ben2ofuTanyl; 
imidazolyl; oxazolyl; oxazoiyl substituted with aryi and Chalky! ; 
Ci^alkyltriazolyi; tetrazolyl; pyrmllditiyl; pyrrolyl; morphoiinyl; 
Ci^alkylmorpnoHnyl; piperazinyl; C|^aikyipiperazinyi; 
hydroxyCt .galky ipiperazinyi ; C i^alkyloxypiperidiny 1; pyrazoly; pyrazolyi 
substituted with one or two substituents selected from C^alkyl or trihaloCj^aJkyl; 
pyridmyJ; pyridinyl substituted with Cj^alkyloxy, aryloxy oraryl; pyriniidmyt; 
quinolinyl; indole; phenyl; or phenyl substituted with one or two substituents 
independently selected from halo. Chalky!, C j^alkyJoxy or trifluoromethyl; 

R 7 is hydrogen; halo; hydroxy; amino; nitro; trthaloCj^alkyi; trihaloC[.$alkyJoxy; 
Cj^alkyl; C^aikyloxy; C^alk ?k arbonyl; C \ ^alkyloxycarhonyl; 

C|^alkylsulfonyl; hydroxyC|, 6 alkyl; aryloxy; <K(C|^alkyl)amino; cyano; pyridinyl; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Chalky!, C^alkyloxy or tofluoromethyl. 

[0151] Other embodiments of the compound according to embodiment [0146] (hereinafter 
collectively referred to as embodiment [0151]) are those in which one or more of the following apply 
(wherein each of R 2 , R 3 , R 4 and R 5 in this embodiment corresponds to R 12 , R 13 , R 14 , and R 15 , 
respectively, in embodiment [0146]): 



i R 5 is hydrogen, Ci-galkyl, Cj^ocyeloalkyl, hydroxyC^jalkyl, Ci^alkyloxyCi^alkyl 
or di(C|, 6 Mkyl)amjnoCi^alkyl; 



w is a radical selected from (a- 1), (a-2), (a-3), (a-4), (a-5), (a-6), (a-7), (a-S), 
(a-IO), (a-Ilfc <a42), (a- 1.3), <a44), <»-15), (a- 16), (a~i7), (a~18X <a-l9) t 
(a-20). (a-21), (a-22), <a-23) t (a~24), (a-25), (a-26} T (a-27), (a~2S>, (a-29>, (a-30). 
(a-31), (a-32), (a-33) s <a~34) s (a-35) f (a-36), (a-37), (a-38), (a-39) f (a-40), (a-41), 
(a-42) (a-43) or (a-44); 
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I) each R* and R 7 are independently selected from hydrogen; halo; hydroxy; amino; 
mm; trihaloCi^alkyl; trihaloC|^alkybxy; Chalky); C^alkyloxy; 
Ci^lkyloxyCi^alkyioxy; Ci^aikyieatbonyl; C|^alkylstiifonyl; cyanoCj-galkyl; 
hydroxyC^galkyl; hydroxyC j ^alkyloxy; hydroxyC t ^alkylamino; 
aminoC|. 6 alkyloxy; di(C^gaIkyI)airimocar!xiny!; di{hydimyC^ikyl)anuno; 
aryICj-6alkyi)amino; di(Ci^alkyI)aminoC i^alkyioxy; 
dl<Ci^alky!)aminoCi-6alkylamino; aryisuifonyH arylsulfonylamino; 
aryloxy; ary1C2-6a!keiiediyI; di(Cs_ 6 aikyl}amino; 

di(C|.6alkyl)aminoCi^alkyl; di(Ci^kyl)aimii^i^kyl{C{^aikyi)aminoCt^aJkyl; 
eyano; thiophenyl; thiophetiyl substituted with 

di(C |.6aIkyl)aminoCi^alkyl(C |.$alkyl)amtnoCi.6alkyi» di(Ci^alkyl)amkoC|^alky!, 
C i^alkylpiperazinylC } ^alkyl or dilhydroxyC i . f) alkyl)ami noC \ (> <i\ly\ ; fur any! ; 

imidazolyl; Ci^alkyitriazoiyl; tetrazolyl; pyirolidinyl; piperidinylCi ^alkyloxy; 
morpholiuyl; Ci^aikylmorphoiinyl; morphoimylCj^aikyloxy; 
morphoJinylCi^alkyl; Ci^galkylpiperaziny]; Ci^alkylpiperazmylCi.ealkyloxy; 
Ci-ealkylpiperazinylC 'j . 6 alkyl; C| ^aikylpiperazinylsulfonyJ ; 
amlnosulfonylpiperaiiiiylC j ,$aikylaxy; anunosul fonylpiperazisyl ; 
ammosuifonylpiperazinylCi.eaikyl; dtCCj^alkyOamtposiilfonylpiperazinyl; 
di(C|^aIkyi)aminosuIfonylpip€razitiylCf^alkyl; hydroxyC i^aJkylpiperaxinyl; 
hydroxyC i.$alkylp*peraztnylC j ^alkyl; C| .galkyioxypiperidinyl; 
C t „ 6 alkylo x ypiperidinyiC { ,. 6 a].kyl; hydroxyC i . 6 ai kyloxyC i.^alkylpiperazttiyl ; 
hydrox>Cj.6alkyloxyCi.6alkylpiperaziny3Cj.^aikyl; 
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(hydroxyC j ^alkylKCi ^alkyJ)amino; (hydPOxyCi. 6 alkyI)(Ci .$alky I)aminoC i ^ai kyl ; 
pyjT€lklioyiCi,fialkyk>xy; pyrazolyl; thiopyrazolyl; pyrazoly! substituted with two 
substttoents selected from Ci.ga!fcy! or irihaioCt^alkyl; pyridinyl; pyridmyl 
substituted with Ci^alkyioxy or aryl; pyrimidinyi; quinolmyl; indole; phenyl; phenyl 
substituted with one, two or three substituems independently selected from halo, 
amino, Cj^alkyl, e^alkyloxy, hydroxyCMalkyl, trifJuoromethyl, 
trifluoromethyloxy, hydroxyC j ^al kyl oxy , C i . 4 a! kyloxyC i ^alkyloxy, 
aminoC \ ^alkyloxy, dt(C § ^alk.yl)ai«i noC i ^al kyloxy , di (C { _ 4 a1 ky 1 )amino, 
di(CMalkyl)amiiioCMaJkyI, dKCi^aJky0^^^t^M(^M a ^M)^«oCi^^yU 
piperidiDtylCM.a!kyloxy, pyrrolidinylCi^alkyloxy, aminosulfonylpipeiaxinyl, 
amiaosulfoiiylpiperaztnyiCr^alJcyi , di{C i . 4 alkyl)aminosulfonylpipeimmyI, 
di{Ci.4alkyl)aminosiilfony!pijperaxinylC|.4alkyl, hydroxyCi^alkylpiperaziuyl, 
hydnoxyCMalkylpipefazinylCi^alkyl, Ci^aikyioxypiperidinyi, 
C i . 4 alkyIox ypiperid in yiC i ^aikyl » h ydrox y C t ^alkyloxyC j . 4 ai kylpiperadti yl, 

hydmxyCj4aiky!oxyCMa]kyipir>srazi«ylCMalkyI, 

(hydroxyCi^alkylKCi^alkyOamino, ChydroxyCi^alkylXCi^aikyDanimoCi^alkyl, 
pyrrolidiuylC j . 4 alkyloxy , morphoJinylC i ^alkyloxy, morpholinyiC § . 4 alkyl, 
Ci^aJkylpiperazinyl, Ci^kyipiperazinylCMalkyioxy, 

Ci^alkylpiperazinylCj .^alkyl, 
hydioxyCi^alkykmino, di(hydroxyC|^alky!)ammo, 
di(Cf ^alkyl )ammoC i^alkyiarnino, aminothiadiazolyl, 
aminosulfonyipiperazifiylCi^alkyloxy, or tbiophenylCi^aikylamino. 

[0152] Other embodiments of the compound according to embodiment [0146] (hereinafter 
collectively referred to as embodiment [0152]) include those in which the following are true (wherein 
each of R 2 , R 3 , R 4 and R 5 in this embodiment corresponds to R 12 , R 13 , R 14 , and R 15 , respectively, in 
embodiment [0146]): 
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R 5 is hydrogen* Ci^alkyl, Cg^eeyeloaifcyl, hydrox)€j.#lkyl t C^galkyloxyC i^alkyi or 
di(Ci.6^1kyl)aminoCi ^alkyl; 

O is a radical selected from (a-I)> (a-2), (a-3), (a-4), (a-5), (a-6), (a-7), (a-8), 
(b-9), (a-10), (a- 1.1), (a- 12), (a»l3), (a-I4). <a~i5), (a~16), fa-17), (a-18), (a-19), 
(a-20), (a-2I), (a-22), (a-23), (a-24), (a-25), (a-26), (a-27), {a-28}, (a-29), (a-30), 
(a-31), (a-32), (a-33), <a-34), (a-35), (a-36), (a-37), (a-3S} 4 (a-39), (a-40), (a-41), 
(a-42) (a-43) or (a-44); 
each R ft and R 7 are independently selected from hydrogen; halo; hydroxy; amino; nitro; 
trihaloCj-galkyl; tohafoC^galkyloxy; Ci.ga.lkyl; Cj.^alkyloxy; 
C j^aikyloxyC * , 6 af kyloxy ; C^aikylcarbonyl; Cj.galkylsulfonyl; cyanoCj^aikyl; 
h ydrox yC j . & al ky 1 ; hydrox yC ^alkyloxy; h ydrox yC j . 5 alkylammo; 

aminoC^galkyloxy; di(Ci^alkyJ)amin<jeafbonyI; di(hydroxyC t . galkyl)amino; 

arylCi^8lkyl)amino; di(Cj^alkyi)aminoCi.ga!kyloxy; 

di (C * .galkyl )ami noC s ,$alky I ami no ; ary i s u 1 f buy 1 ; arylsn If on yl ami no * 

aryloxy; arylCj^alkenediyl; di(C|.gaikyl>amino; 

da(Ct^lkyJ)ananoCi^^ 

cyano; thiophenyl; thiophenyl substituted with 

d!(Ci^alkyI)afBinoC!.^kyl{Ci,gaikyl)aminoC|^lkyI, diCCi.galky^aminoCs.galkyi, 
Ci^alkylpipcrazinylCi .,§alkyl or di (hydro xyCj ^aikyi)aminoC j^alkyl; furanyl; 

imidazolyl; C|. 6 alkyltriazoly|; tetrazolyl; pyrrotidmyl; pi peridtnylC j .^alkyloxy ; 

morpholiriyl; Cj^aikyimoipholinyl; morpholmylC^alkyloxy; 
morphoiinylC j ^al ky!; C | .galky Ipiperazmy! ; C | „galky Ipiperazin ylC j .^atkyJoxy ; 
C t .galkylpiperazi ny!C j ^alkyi ; C j , 6 al kyl pi pcrazi nyl sulionyl ; 
amtnosulfonylpipeiazmylCi^lkyloxy; aml.nosuIfonylpiperaziiiyl; 
ammosalfonylpiperazinyiC) ^alkyl; dt(Ci^kyI)aminosulfonyIpipera2inyi; 
di(C i.eall^l)amlnosulfonylpip^ffidOTy!Ci,6alkyl; hydroxyCi^alkyipipefaziny!; 
hydroxyCi .galkylplperazinylCi^alkyl; Gi^alkyloxypiperidiiiyl; 
Ci,#lkyloxypjperidinyiCs.6alkyl; hydroxyCi^lkyloxyCi^kylpiperazinyl; 
hydrox yC j ^alkyloxyC j . s alkylpipera^iny!C j-galkyl; 

(hydmxyCj .gaikyl'XC j ^alkyl^minoi (hydta>xyCi.gaIkyl){Ci-^iikyl)aimnoCt^al.kyl; 
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pym>lidinyiC^lkyloxy; pyrazoJyi; thiopyrazolyl; pyrazolyl substituted with two 
substituents selected from Cj.gaikyl ortrihaJoCi-ealkyl; pyridinyl; pyridinyl 
substituted with Ci^alkyfoxy or aryJ; pyrinudrayl; quinolinyl; indole; phenyl; phenyl 
substituted with one, two or three substituents independently selected from halo, 
amino, C^alkyl, C^galkyloxy, hydroxyCi^alkyl; trifiuoromethyi, 
trifluoromethybxy, hydroxyC i^alkyloxy, Ci^aikyloxyCs^alkyioxy, 
amtnoCi^alkyJoxy, di(C i ,4alky1)aminoCi ^alkyloxy, di(€i_4alky!)arrtlno, 
di(Ci^kyl)arainoCi.4a^yl. diCCi^alkyiJaiffinoCi^alkyKCMalkyOamlinoCMalky], 
ptperidmylC j ^alkyloxy, p>TroHdmyiCi. 4 atkyloxy ; aminosulfonylpiperazinyj, 
aniinosulfonylpiperazinylCMd^ 

di(Ci-4iJkyl)am!inosuIfonylpiperazinyiCi^ailcyl» hydroxyCi^alkyipiperaziny], 

hydtoxyCMalkylpiperazinyiCMalkyl^Ci^alkyioxypiperidinyi, 

C i ^alkylox yp i peridi n ylC t ^alkyi , hydrox yC \ ^alkylox yC t ^alkylpi perazinyl , 

hydroxyC j^alkyloxyC i^alkylpiperazinylC j ^alkyl, 

(hydroxyCj„4a!kyi}(C|.4aIkyl}amiiio, (hydioxyCi^kylKCi^iIkyJ)aidmoCi^alkyl» 

pyrrolidinylC j^alkyloxy, morpholtnylCi ^aOcytoxy. morphoOnylC j ^alkyl, 

C j ^alkyipiperasinyl , C i ^alkylpi perazmylCj^alkyJoxy, 

C i ^alkyipi perazi nylC i „ 4 al kyl , 

hydroxyC \ ^alkylamino, di(hydxoxy€ \ ,4a! kyi)amjm>, 

di(C|^aJkyl)aminoC] ^alkylammo, anrinoUiiadiazolyl , 
aminosulfonylpiperazitiylCi^alkyioxy* or thiophenylCi ^alkyiamifm. 

[0153] Other embodiments of the compound according to embodiment [0146] (hereinafter 
collectively referred to as embodiment [0153]) include those in which the following are true (wherein 
each of R 2 , R 3 , R 4 and R 5 in this embodiment corresponds to R 12 , R 13 , R 14 , and R 15 , respectively, in 
embodiment [0146]): 
tisO; 
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R 2 is hydrogen, halo, hydroxy, amino, nitio, Chalky!, Ci^aJkyloxy, trifluotomethyi or 

di(Ct.salkyl)aroino- 
R* is hydrogen, hydroxy, amino, hydroxyC j^alkyl, Cj^alkyl, 

C|. 6 a!kyloxy, arylC^ealkyl, aminocarfoonyl, ammoCi^alkyl, 

Ci-salkylaminoCi^alkyl or di(Ci^a!kyl}aminoCi.6alkyl; 
R s is hydrogen; 



is a radical selected from 
<a~i), (a-3), (a-4), (a-5), (a-6), <a-7), <a-8), (a-9), (a-10), (a-i l) s (a-12), (a-13), (a~M), 
(a-I5), <a«!6X (a~I7), (a-18), (a- 19), £a-20), (a-21), (a-22), (a-23), (a-24), (a-25), 
(a-26) 5 (a-28), (a~29), (a-30% (a-31), (a-32), (a~33), (a-34), (a-35), (a~36) ? (a-37), 
(a-38), (a-39), (a-4G), (a-4i) t (a-42), (a-44), (a-45), (a-46), £a-47), (a-48) or (a-51); 
each s ss independently 0, 1 1 2 S 3 or 4; 

R* is hydrogen; halo; hydroxy; amino; nitro; tohaioCj^alky); trthaloCi^alkyloxy; 
Cj^alkyl; Ci^alkyloxy; C^alkylcarbonyl; Ci^alkyloxycafbonyl; 
Ci^alkylsaJfonyl; hydroxyC i^alkyi; aryloxy; di(Ci-68lkyl)amsno; eyano; thiophenyl; 
furanyl; furanyl substituted with hydroxyC ^alkyl; henssofuranyl; imidazolyl; 
oxazoly!; oxazolyl substituted with ary! and Ci^alkyl; 
Ci^atkyltdazoly]; tetrazolyl; pyrroidinyl; pyrrolyl; morpholinyl; 
Ci.6alkylmorpholinyl; piperazinyi; C i^kylpiperaaanyt; 
hydroxyCi.6aIkylpiperaxinyi;Cj- 6 a!kyloxypipend5nyl; pyraatoJy; pyraxolyl 
substituted with one or two suhstitutents selected from Chalky! or trihaloCt^alkyl; 
pyridlnyl; pyridinyl substituted with Ci^Ikyloxy, aryloxy or aryl; pyrimidinyl; 
qmnolinyl; indole; phenyl; or phenyl substituted with one or two substituenis 
independently selected from halo, C^alkyl, C|.gatkyloxy or trifiuoromethyi; and 

R 7 is hydrogen; halo; hydroxy; amino; nitro; trihaloCi^alkyl; trihaloCi^alkyloxy; 
Cj^alkyl; C t ^alkyloxy; C|. 6 alkykarbonyl; Ci^alkyloxycarbonyl; Cj. 6 alkylsulfonyl; 
hydroxyC i^alkyh aryloxy; di(Ci„$alkyi)ammo; eyano; pyridinyl; phenyl; or phenyl 

substituted with one or two susbstituents independently selected from halo. Chalky!, 
C | , 6 af kyloxy or trifiuoromethyi - 
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[0154] Other embodiments of the compound according to embodiment [0146] (hereinafter 

collectively referred to as embodiment [0154]) include those in which the following are true (wherein 

each of R 2 , R 3 , R 4 and R 5 in this embodiment corresponds to R 12 , R 13 , R 14 , and R 15 , respectively, in 

embodiment [0146]): y / 

— CR CH 

, \ ,or \ ; 

n is 0, I or 2; t is 0, 1 , 2 or 3; Qis ^ , 

R 2 is hydrogen, Chalky! or uaphtalcnylsulfonylpyrazinyl; each R 3 independently 
represents a hydrogen atom; R* is hydrogen, hydroxy, hydroxyCs„galkyl or 
Ci-gsIKyloxy; R* is hydrogen, Chalky!, hydroxyCj^alkyi or Ci^aikyloxyCj.galky!; 

is a radical selected from (a- 1 ), (a-7) or (a-20); each s is independently 0 or 
1; each R 6 is independently selected from hydrogen; thiophenyi; furanyl; 
benzofuranyl; phenyl; or phenyl substituted with one substttuents independently 
selected from Chalky!, C^alkyloxy, hydroxyCi^alkyi, C^alkyisulfonyl or 
di(C 3 ,4a]kyl)amino and each R ? h independently selected from hydrogen, 
[0155] Other embodiments of the compound according to embodiment [0146] (hereinafter 
collectively referred to as embodiment [0155]) include those in which the following are true (wherein 
each of R 2 , R 3 , R 4 and R 5 in this embodiment corresponds to R 12 , R 13 , R 14 , and R 15 , respectively, in 

embodiment [0146]): CR ^ CH ^ 

\ , or \ ; 

ii is 1 or 2; t is O, 1, 2 or 3; Q is C ^ , 

R 2 is hydrogen or C^alkyl, each R 3 independently represents a hydrogen atom; R 4 is 

hydrogen; R 5 is hydrogen or Cf^aikyloxyCi^alkyl; v>> is a radical selected 
from (a-1) or (a-20); each s is independently 0 or 1; and each R 6 is independently 
selected from hydrogen; thiophenyl; furaoyl; benzofuranyi; phenyl; or phenyl 
substituted with one substifuents independently selected from Chalky!, Cj^aikyloxy, 
hydroxyCi^faikyl or di{C|^alkyl)amino. 

[0156] Particular embodiments of the compound according to embodiment [0136] (hereinafter 
collectively referred to as embodiment [0156]) include the following 
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V-O-O-v 

Si ^* 






y»H >~\ 


Q. r, — N r~~\ 

/ 0 


VCKK 0 



in which the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 
R 1 

C Y- n-c-- 

R 3 \=|=/ 1 
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wherein ®, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and preferably 
embodiments [0048] and [0049]. 

[0157] In the compounds of embodiments [0146] - [0156], R 1 , R 2 , R 3 , and R 4 are preferably as 
defined in embodiments [0048] and [0049]. In other embodiments of the compounds of 
embodiments [0146] - [0156], R 1 , R 2 , R 3 , and R 4 are all H. Such embodiments are hereinafter 
collectively referred to as embodiment [0157]. 

[0158] In another embodiment, the invention comprises compounds of the following structural 
formula (9) (hereinafter embodiment [0158]): 
R 1 

A«v& ft ^ 

N Z-L-C-N-(a) 
W R 14 

(9) 

or a pharmaceutical^ acceptable salt thereof, wherein 
O is -NH 2 or -OH; 

R 1 is H or as defined in embodiment [0046]; 

R 2 , R 3 , and R 4 are as defined in embodiment [0046]; 

ii is 0, 1,2 or 3 md whm n is 0 then a direct bond h intended; 

* -CC CR CH 

; Q is nitrogen or . \ 0 r \ ; 

X i$, nitrogen or ; 

. Y is nitrogen or ***** ; 
_ . ^ -cur 

Z is nitrogen or 

R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, heterocyclyl, 
Cs-Cs-cycloalkyl, heteroaryl, C r C 7 -akyl, haloalkyl, Ci-C 7 -alkenyl, Ci-C 7 -alkynyl, Ci-C 7 -acyl, C r C 7 - 
alkyl-aryloxy, d-C 7 ~alkyl-arylsulfanyl, Ci-C 7 -alkyl-arylsulfinyl, Ci-C 7 -alkyl-arylsulfonyl, C r C 7 -alkyl- 
arylaminosulfonyl, C r C 7 -alkyl-arylamine, Ci-C 7 -alkynyl-C(0)-amine, Ci-C 7 -alkenyl-C(0)-amine, C1-C7- 
alkynyl-R 9 , Ci-C 7 -alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, Ci-C 7 -alkyl or Ci-C 7 -alkoxy; 
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R 12 is hydrogen. halo, hydroxy, amino, miro, Cj^alkyl, Ci^alkyloxy,. infhionmwthyl, 
du'Ci s aikyI)amino s hydroxy&mino or napMalenylsu tfoi $pyi minyl; 

R 13 is hydrogen, hydroxy, amino, hydroxyQ^kyi Chalky!, C^alkyloxy, 
arylC^alkyl, aimnocarbonyl, hydpoxycatbonyl, aminoCj^lkyl, 
aiaittocarbosyiCa^alkyl, hydroxycatixmylCj^alkyl, bydroxy&«a«ocarbony], 
C^alkyloxycarbonyl, €i^'kyiaminoC i ^al.kyi or diCCi^ky^aimnoCi^alkyl; 

when Z is equal to nitrogen } then-L- is a direct bond; 
when Z is equal to ~ QI ^ , then -L- is -NH- or the bivalent radical 
-C^alkanediylNH-; 

R 14 is hydrogen, Cj. 6 alkyL C^oeydoalky!, hydroxyCi^alkyl, C^lkyloxyC^alkyl, 
dt(C}^alkyl)ami.noC-|^alkyli or aryl; 



is a radical selected, from. 

p\ p&k J*\ 




<a-l) (*2) (*-3) (a4) 




<a-S) 



A A 

6 0 



JX/ 

(&~1G) (&«U> C*42> 
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wherein each s is independently 0, ! 5 % 3, 4 or 5; 

each R A and R 6 are independently selected, from hydrogen; halo; hydroxy: amino; ratio; 
trihaicCiH > nil 1 , dkyloxy; CTj^aikyi; C^&dkyl substituted with aryl and. 
C3. ■jocycloalkyl ; C j^alkyloxy; Cj^kyloxyCj^alkyloxy; Cj^aikylcarbonyl; 
Ci^alkylaxycaibonyl; Ci^lkylsulfonyi; cyanoC-^alkyi; hydroxyCj^alkyl; 
1 h ("j IV u\\ h;ditu t 1 ! viik\\tuuip anrnot i( !Ufox>; 
di(Ci.6alS 1 1 » 1 - - 1 KCj.^alkyl)amiBo; 

diCCt^alkyOa-minoCi^alkyloxy; di(C ] .galkyOarn inoCi .^aikylamino; 
dt(Ci^a)kyI)aminoCi45aIky!amitioCi..$alkyk arylsulfonyl; arylsulfonydamino; 
aryioxy; aryloxyCj^alkyl: ary^^alkenediyl; di(Ci_galkyl)amino; 
di(C|.4a].kyl m not u dkyl; di(< 1 < alkvlkminoO t kvj kuoino, 
di (C |^alkyi)ami no(C i^al kyi) ami noC . , $alkyl ; 
<K(Ci^alky])anaincCi^alkyl(Ci^alkyl)aHMno; 

di(Ci4,aik\ t}.mnn ( } yliCj tt ;ilk>, Kinnum H t „^V1. 

aminosiiifojiy!aTnino(Cj, 6 aJkyl)amino; 

aminosi^bnyIammo(C^6aikyl)aminoCi^aIkyi; 

di(Ct^aJkyl)8m^^ 

di(C w aikyI)am^ cyano; tbiophenyl; 

thiopheayl substituted with di(Ci.6alkyl)aminoCi^aiky!(Ci ^al.kyI)^ninoC|, 6 alkyl r 
di(Ct.#!ky!)ammoCt^aIkyk Cj^alkylpiperazinylCi^aikyl, 
hydrnxyCj^alkylpipeminytCi^alkyk 

hydroxyC { .. 6 .at^ 
diCCj^kyOannnostd^^ 

Ci^alkyloxypiperidBiiyl, Cj^alkyioxypiperidiiiylCi^lkyl, morpholinylC^alkyU 
hydroxyCi^yl(Ci^%l)amlnoC}^alkyl, or di(hytoyC^a%l)a3mnoCi^alkyl; 
tanyl;. furanyl substituted with hydroxyCi^alkyi; benzofurstnyl; imidazoiyk 

Gmrntyl; oxazolyl substituted with aryl and Cj^aikyl; Ci^alkyltdazolyl; tetozolyl; 
pyrrolidinyl; pyrrolyi; piperi<iny!Ci^lky!oxy; HKapholmyl; Ci^alkylmorpholinyf; 
m<KpholinylCi. )5 alkyioxy; 

moiphoMnylC t . 6 aikyl;inQ£pholinyICj.e3]kyiamino; 
moiphoiiBylC^galkylaminoCi^alkyl; piperazmyl* Ci^alkylpiperamnyj; 
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naphtaletiylsalfoiiyjpiperazinyl; naphta^yls«1f<^yIpiperKimyi; napfetalenylsulfoE) 
Ci^alkylpiperazi nyiC w al.kyl; Ci-galfcylpiparaziayiCusalkylaminoi 
C ; ^ 6 alk7lpiperaziiiy!C^^lkykmiiiiaC^ 6 aLkyI^ Ci^l^pipeiaaaiiyl^ilfonyl; 
amiiiQstilfonylp^ 

<tj(Ci^a!ky1)arainosuI^ 

hydroxyC^alkyipiperazinylC i^aikyk C N6 alkyloxypiperidmyi; 

C^kyloxypiperidinylC = ^alkyl; piperidinyiaminoCj .. 6 aikyiamino; 

pi peddinylamiiioCi^alkylamiiioCi^alky! ; 

(C^alkylpiparM^ 

(Ci^lkylpipeddroy^^ 

hy*ox.yCi^alkyIox.yCj.^!kyipipeimi»y] ; 

fcydroxyCi^IkyM 

pyrxdidinylCi^alkyl; pyrrolidisylCi^ikyloxy; pyrazolyl; thkipytmolyl; pyiazolyl 
substituted with two substituents selected from Chalky! or trihaJoCi^alkyJ; 
pyridinyl; pyridinyl substituted with C^aikyioxy* aryioxy or myl; pyrimidiayj; 
te-ci-ahyctopyriraldinylpiperad-iiyl; te^hydVopyrimjdioyJp.iperazinylCi.. 6 a!kyi; 
quiaolinyi; indolyl; phenyl; phenyl substituted with one, two or three substituents 
independently selected from halo, amino, mm t C h6 alkyi Cj^alkyioxy, 
hytoyC M alkyi s trifluoromethyi,trifluoioinethyloxy, bydroxyCi^alkyloxy, 
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C^alkylsalfortyL Cj ^alkylaxyCi^alkyloxy, Ci^slkyloxycaibonyl, 
aminoC^alkyloxy, di(Ci^alkyl)ammoCMi].kyioxy ? di(C|.4alkyl)amino f 
di (C { . 4 «ilky Ikirmnoc asboiiyl „ di tC j . 4 alk\ J >arm no C i^alkyl, 
di(Cj,4alkyi)ajroTioC? . 4 a!kylaminoC] . 4 alkyl, 

di<C^4aIkyl)a^l3so(C^4aikyi)aI^li^o, di(Ci„4aliyl)ainino(C w alkyi)amiiioCi.4a!kyL r 

di<Cj-4alkyi)aiiiinoC j „ 4 alkyJ(C M alkyi)amino, 

dt(C w a!kyl)aim^ 

ammosulibny!amino{C } ^^yi}amino 5 

aminos«]fonykmino(C w alkyr}aaiinoC l .4alkyi 1 

di<Ci, 4 all A a mm ulf* nvlammo(^ 4 allcy3}ammQ ( 

di(Ci.4alkyl)ami:m)sulfo^ cyano, 

pipeddifi^iC^kyloxy, pymMb^iCi^alkyioxy, atniiiosiilfOQylpipcataziiiyl, 

amiiiosalfcmylpiperazinylCiuiaikyi, di(Ci»4aikyI)aminostilfoaylpiperaKiijyl, 

di(C{4aiky]:}mi:!K>&tiifonyIpipera2mylCi.4aiky], hydoroxyCi^alkylpiperazijjyl, 

hydroxyCi^aDtylpiperasiftyiCi^aJkyl, CM&ikylGxypipeiidniyi, 
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i'i nl l \ < ppt lidmvK'] 4 alkyL h\dsovC } 4 oikWo\\i i nil upiperaztnyi 
hydroxyC j^aikyloxyC i^aikylpiperMnylCi^aikyi 

(hydroxyCi.4a!ky1)(C^4alkyl)amjiio, (hydroxyCi-ialkyOCCi^alicyOaniinoCi^alkyl, 
di(hydraxyC j ,.4alkyI)amino, dt(hydroxyC| ^atkyBaminoCj ^ajkyl, furanyl, furaoyl 
substituted with -CH=CH-€H=CH--, pytmlidinylCi^aikyl , pyrroidinyJCi^aikykmy, 
morpfeolinyl, morpholmylCMalkyloxy, spfiq^olmyiCi^alkyi, 
mojpholittylCi^alkyJaBQltto, moiphoMiiyICMaIkylaimiK3C M aJkyl, friperazinyl, 
Ci^alkylpipcrazmyl C { 4 al} ylj iper t i ?li i ^alkyJoxy, . piperazinyICi4aIkyl, 
C14alkyip1perazioylCi.4al.kyI, C^4alkylpiperazinyiC i .4alkylaimoo s 
CM^lkylpipeiminylC ] ^alkylaxrarKC^aikyl tettahydropyritnidtnylpipera3Gl.»yl t 
try \U\tho\ s n 1 inlpiperr^nvK [ ^11 yl pipeiuiup lam foCj 4 <dkvktmmo 
pipeiidinylaminoC j ^alkyl aminoC 1 ..lalkyl 
(C M alkylp!pe^ 
(CM.alkylpiperidinyl){hyto 
pyridinylC 1 ^alkyloxy, 

hydroxyC w aikylamino, faydrox yC t . 4 alky.1 aminoC1.4al.kyl ,. 
di(Cj.4alkyl)aminoCt4^yiaB«iiio, aaunothiadiazolyl, 
aroinosulfoiiyipipenzi jyJCj 4 alkyJoxy > 01 thiophenylCi^alkylaminaj 
each R 5 and can be placed on die nitrogen in replacement of the hydrogen; 

aryi in the above is phenyl, or phenyl substituted with one or more substitueuts each 
independently selected from halo, Chalky!, Ci^alkyioxy* tntluoromethyl, cyaao or 
hydraxycarbonyl. 

[0159] Other embodiments of the compound according to embodiment [0158] (hereinafter 
collectively referred to as embodiment [0159]) are those in which one or more of the following apply 
(wherein each of R 2 , R 3 , and R 4 in this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in 
embodiment [0158]): 



a is 1; 



\ ,or 



CH. 
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i R* is hydrogen or nitre; 
R 3 is hydrogen; 

— CH**" 

when Z is equal lo ^ > then -L- is the bivalent radical Cj^aikan diylNHs 
• R 4 is hydrogen, Chalky! or aryl; 

7a\ 

is ;:t radical selected from (a-1 ) or (a-'2J ); 
each s Is independently 0, 1 or 2; 

each R 5 is independently selected from hydrogen; halo; trihaloCi^alkyl; 
yhaJoCi..#!kyloxy; Chalky]; C t ^alkyloxy; Ci^kylcarbonyl; arylosy; eyan-o or 



[0160] Other embodiments of the compound according to embodiment [0158] (hereinafter 
collectively referred to as embodiment [0160]) are those in which one or more of the following apply 
(wherein each of R 2 , R 3 , and R 4 in this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in 
embodiment [0158]): 

it is I; y 

■ ^ — — CR^ CH 

Q is ^ ; , \ , or \ ; 

X is nitrogen; 
Y is nitrogen ; 

R 2 is hydrogen; 
i R 3 is hydrogen; 

i when Z is equal to " , then -L- is the bivalent radical ~€i .^ailcanediylNH-; 
R 4 is hydrogen, Ci.$aUcv! or aryl; 

is the radical (a-I); 
' each s is independently 0 or 1; 

each R : Is independently selected from hydrogen or phenyl. 

[0161] Other embodiments of the compound according to embodiment [0158] (hereinafter 
collectively referred to as embodiment [0161]) are those in which one or more of the following apply 
(wherein each of R 2 , R 3 , and R 4 in this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in 
embodiment [0158]): 
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ZisN; 

i R*"' is hydrogen, halo, hydroxy, amino, nitro 5 Cj.§alkyl, Cj.galkyloxy, trilluoromethyl 

or di(Ci,6aSkyi)afiiino; 
} is hydrogen, hydroxy, amino, hydroxyCj^aikyk, Chalky!, Ci.galkyioxy. 
irylCj, 6 al]cyi, ammoearbonyl ammoCi^alkyl, Ci^kylaminoCi-^alkyi or 
cH(Ci.6aikyI)amii>oC j ...galikyl; 
i R 4 is hydrogen.; 



v — ' is a radical selected from i>l), (a-3), (a-4), (a-S), (a~6), <a~?}, <a-8)> (a-9) 9 
(a~!0) } (a-HX <a42), (a-13), (a-14), (**15), (a46), (a-17), (a-18), (a-19), (a-20), 
(a-21X <a~22) f (a~23) r <a-24), (a-25), £a~26) } <a-28) 5 (a-29), (a-30), (a-3I>, (a-32), 
(a-33), (a-34), (a-35), (a~36>, (a-37), <a-38), (a-39), (&-40), (a<41) a (a»42) t (a-44), 
(a-45), (a~47), (a~4£) or (a«51); 
» each s Is independently 0, 1, 2, 3 or 4; 

t K 5 is hydrogeai; halo; hydroxy; ami.no; Mfcro; trihaleCj^alkyJ; trihaloCj^alkyloxy; 
Chalky!; Cj^alkyloxy; Ci.gaIkykarbonyi; Ci^Ocyioxycarbonyl; 
C : i..6^kyIsu,!fonyl; hydrnxyC^lkyl; aryloxy; di(C|^a!ky])aMino.; cya.no; 
tMopfeenyl; furanyl; furanyl substituted with hydroxyCj^alkyl; benzofuranyl; 
iirnda/olyh o^zohi. "vwjK 1 sub'tttut^J war nr. I andC[ ^H<>k 
C^alkyMazoly]; tetrazoiyl; pyrcolidmyl; pyrxolyl; morpholiny.1; 
Cj ^alkyimorphoiinyl ; piperazinyi ; C i . 6 a!kyIpiperaz.iiiyJ ; 

hydroxyCj^alkyipiperazmyl; C ^alkyloxypipeiidmyl; pyrazolyl; pyrazolyl 
subsiituted with one or two substituents selected from Cj^alkyl or trihaioCi^alkyl; 
pyridinyl; pyridinyl sub titu ted with ( i^alkyioxy arylox) oi ar) i i 
qoinolinyi; indole; phenyl; or phenyl substituted with one or two substitoents 
independently selected from halo, Ci^alkyl, Ci^alkyloxy or trifl.uoromethyl; 
R° is hydrogen; halo; hydroxy; amino; nitro; triha!oCj.galkyl; trihaloC^alkyloxy; 
Chalky!; C^Ikyioxy; Cj^kylearbonyl; Ci^alkyloxyearhonyl; 
Cj^aikylMfony]; hydroxyCj.,galkyl; aryloxy; di(Cj^atkyl)smmo; cyano; pyridinyl; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Chalky!, Cj^aikyioxy or triilooromethyl. 
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[0162] Other embodiments of the compound according to embodiment [0158] (hereinafter 
collectively referred to as embodiment [0162]) include the following (wherein each of R 2 , R 3 , and R 4 in 
this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in embodiment [0158]): 
ZisN; 

R* is hydrogen, halo, hydroxy, ammo, nitro, C^alkyl Ci^alkyJoxy, trifluorooiethyl or 

R 3 is hydrogen, hydroxy, amino, hydroxyCi^alkyh Chalky!, Ci„6alkyloxy> 
aryiCj^alkyk ammoearbonyL amhioC^alkyl, C j ..§alky 1 ammoC^gaiky! or 
di(C w alkyl)ami noCi. 6 alky] ; 

JC Is hydrogen; 



^ is a radical selected from (a-!), (a-3) s (a-4), (a~5), (a-6), (8-7), <a~8>, (a-9), 
(a-40), (a-il), <a-12), (a-13), (a-14), <a-15), (a-16), (a-17), (a.i8), (a«19), (a-20), 
(a-21), (a~22>, <a~23), (a-24), (a-25), <a~26) s (a-28), (a-29), (a~3G) s (a»3I) ( (a-32), 
(a-33), (a-34) t (a-35), (a-36), (a-37), (a-38), (a-39), (a-40), (a-41), (a-42), (a-44)> 
(a.45), (a-46), (8,47), (a~4S) or £a-51); 
each s is independently 0, 1, 2, 3 or 4; 

R 5 is hydrogen; halo; hydroxy; amino; rairo; trihaioCi.galkyl; trihaloCj^kyloxy; 
Civgalkyl; Cj^lkyloxy; Ci^alkylcarbonyl; Ci-^alkyloxycarbonyl; 
Ci^alkylsnlfonyl; hydroxyCi^alkyl; aryJoxy; di(€i^alkyl)amino; cyano; 
thiophenyl; furany!; furanyi substituted with hyitayCi^alkyi; bemofaranyl; 
iwidazolyl; oxazolyl; oxazolyl substituted with aryl and C 3 .galkyl; 
Cj.calkyltnazolyl; fctrazolyj; pyrroMnyl; pyrrolyi; morphoiinyl; 
V 6 aIkyImorphoLinyl;piperazinyi C 6 a!kylpiperazinyl; 
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oxyCi^alkj/Ipiperaziiiyl; ^alkyjoxypiperidiny}; pyrazolyl; pymolyi 
substituted with one or two suhsntueMs selected from Chalky! or fcihaloC^alfcyl; 
pyridinyi; pyridtnyl substituted with C^alkytay, arybxy or aryl; pynmidinyJ ; 
quinoJinyl; Indole; phenyl; or phenyl si&satuied with one or two substitute 
independently selected from halo, Chalky!, Ci^ikyloxy or ttiflaoromethyl; and 
is hydrogen; halo; hydroxy; amino; nitro; iiihaiaC^alkyl; tiihaioCt^kyioxy; 
Chalky!; Cj^aljfeyloxy; Cj^alfeylcarbOiEiyl; Ci^alkyloxyearbonyl; 
Ci^aikylsulfonyi; hydtx»xyC,^aIkyl; aryloxy; cH^^kyilammo; cyano; pyriciinyi; 
phenyl; or phenyl substituted with one or two substitueats independently selected 
from halo, Chalky.!., C}.&alkyloxy or trifltjomraethyl. 

[0163] Other embodiments of the compound according to embodiment [0158] (hereinafter 
collectively referred to as embodiment [0163]) include the following (wherein each of R 2 , R 3 , and R 4 in 
this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in embodiment [0158]): 

nisi; Qis^; — cr^ —c/ 

\ , or \ ; 

R 2 is hydrogen or mm; R 3 _ 

bydrogem when Z is equal to , then ~~L- is fee bivalent radical 

-Cj ^alkaaediylNHs R 4 is hydrogen, C^lky! or aryl ; © is a radical 
selected from (a-1) or (a-2l>; each s is ircfependeniSy 0, 1 or 2; and each R s is 
independently selected from hydrogen; halo: irihaloCi^kyJ; trihaloC :i „ 6 aI.kyioxy; 
Cj^alkyl; Cf^alkyloxy, 
Cj^kylcarbanyi; aryloxy; cyano or phenyl, 

[0164] Other embodiments of the compound according to embodiment [0158] (hereinafter 
collectively referred to as embodiment [0164]) include the following (wherein each of R 2 , R 3 , and R 4 in 
this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in embodiment [0158]): 

& 1; X is nitrogen; Y is nitrogen; 

G^f CR^ CH^ 

Qis ^ x > or ^ 

R 2 is hydrogen; R s is hydrogen; when Z is equal to "" CH ^ , then 
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-L- is the bivalent radical "C^alfemediylNH-; R 4 is hydrogen, Ci^alky! or aryl; 



is the radical (a~l); eaefe s is ind&peodmtly 0 or ! .; and. each R 5 is 
Hitfcpe n ( ted from h$ drogcn or phenyl 

[0165] Particular embodiments of the compound according to embodiment [0158] (hereinafter 
collectively referred to as embodiment [0165]) include the following 



rr 



A. 

















r° 0...., 










HO 
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HO—NH ) 






\_/™\ t/~X j° 






I > — \ p 


HO 


HO—NH V—' NH 


-O ! 

HO 




OH 



10/574,088 
Substitute specification 



135 











cr 





in which the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 
R 1 

R 2 ^W H fl s 




wherein ®, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and preferably 
embodiments [0048] and [0049]. 

[0166] In the compounds of embodiments [0158] - [0165], R\ R 2 , R 3 , and R 4 are preferably as 
defined in embodiments [0048] and [0049]. In other embodiments of the compounds of 
embodiments [0158] - [0165], R 1 , R 2 , R 3 , and R 4 are all H. Such embodiments are hereinafter 
collectively referred to as embodiment [0166]. 

[0167] In another embodiment, the invention comprises compounds of the following structural 
formula (10) (hereinafter embodiment [0167]): 
R 1 




-(CH 2 ) r 



R 12 
^|(CH 2 ) n 
\ N — L- 
Z-(CH 2 ) m 



-0 



(10) 



or a pharmaceutical^ acceptable salt thereof, wherein 
d> is -NH 2 or -OH; 

R 1 is H or as defined in embodiment [0046]; 

R 2 , R 3 , and R 4 are as defined in embodiment [0046]; 
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n is 0, 1, 2 or 3 and when n is 0 then a direct bond is intended; 



m is 0, 1, 2 or 3 and when m Is 0 then a direct bond is intended; 



t is 0 or ! and when t is 0 then a direct bond is intended; 



Q is nitrogen or 



\ ,or 



CH. 



X is nitrogen or 



Y is nitrogen or 




Zis-€E 2 ~or-0-; 



R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, heterocyclyl, 
C 3 -C 8 -cycloalkyl, heteroaryl, Ci-C 7 -akyl, haloalkyl, Ci-C 7 -alkenyl, C r C 7 -alkynyl, C r C 7 -acyl, C r C 7 - 
alkyl-aryloxy, Ci-C 7 -alkyl-arylsulfanyl, CrC 7 -alkyl-arylsulfinyl, Ci-C 7 -alkyl-arylsulfonyl, Ci-C 7 -alkyl- 
arylaminosulfonyl, Ci-C 7 -alkyl-arylamine, Ci-C 7 -alkynyl-C(0)-amine, Ci-C 7 -alkenyl-C(0)-amine, Ci-C 7 - 
alkynyl-R 9 , Ci-C 7 -alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, Ci-C 7 -alkyl or Ci-C 7 -alkoxy; 
R 12 is hydrogen, hydroxy, amino, hydroxyCj^alkyl, Chalky!, Cj^alkyloxy, 
arylCf-galky!, aminocarbonyi, hydroxycarbonyl, aminoCj^alkyl, 
aromocarbon yJCi ^alkyl , hydros ycarbon ylC j ^aiky J , hydroxyaminocarbonyl , 
Ci^aJkyloxycarbonyl, C j .^atkylammoCi ^alkyl or di(Ci. 6 alky S)arninoCj ^alkyl; 

-L- is a bivalent radical selected from Ci^alkanediy), carbonyl, sulfonyl, of 
Ci.galkanediyi substituted with phenyl; 




is a radical selected from 
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'X) 



(a-1) 



(a-2s 



13 




(a-4) 



(a-7) 
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a 

(a-33) 



(a -4 \) 



(a-45) 




fa-49) 



<a-34) 



(a-38) 




(a-35) 



(a-39) 



"CO 



(8-43) 



J/ 



N 

(*47) 



(a-36) 



(a-40) 



($-44) 



co to 



<a-48) 



wherein each s is independently 0, 1, 2, 3, 4 or 5; 

each R s and R 6 are independently selected from, hydrogen; halo; hydroxy; amino; nitro; 
trihaloCi^alkyl; trihaloCj^alkytoxy; Chalky!; Chalky! substituted with aryl and 
Cs^oeydoalky! ; Cj-galkyloxy; Ci^alkyloxyCj^alkyloxy; Ci^alkyJcarbonyl; 
Ci^alkyloxycarbonyl; Ci^alkylsalfonyf; eyanoCi^aikyl; hydroxyCj^alkyk 
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hy droxyC $.$a)kylGxy ; hydroxyC | ^alkylami no-; aminoC? .^alkyloxy ; 
di(Cj.f,a!UI j sin< c arbonyl; dithydm\>C| §aJkyl)amino; (aryi)(C j..§alkyi)amtno ; 
diiCi ft alk\l)amim Cj ft a]ky1o\> duCj f .alk>l lammi C| ^alkylamino; 
dj<C^.^d]k>1}umtnoCi.t > a!k>iaminoCi^aU:yl; aryfeuifonyl; arylsulfonylannino; 
aryioxy; aryiaxyC stalky I; arylC^afaedtyl; di(C|.f 5 aIkyl)amino; 
di(C i „ 6 al kyl)am i n oC i . 6 al kyl ; d i (C , . 6 a ! ky I )ami no(C j ^alkyl )ami no ; 

dt(Ct.^aJkyI)amino(C|^a!kyl)amiiioC|^alkyl; 

di (C j .gal .kyl)aminoC 14'd kyl(C i^alkyljamino; 

d! (C j „ga!kyl)aminoC $H§ailky!{C j ^aikyl )ammoC j , §alkyl ; 

aminosulfonyIaniino(Ci„6aIkyI)amiRo; 

aminosulfonylamiiitKCj^alkyOmiiioCi^aJkyl; 

di (C 1 .0\ ky i)aminosulfon yl amtno(C j ,#lky i)a.mino; 

di(Ci^a!kyl)aminos«lfonyIamino(Ci^alkyl)aminoCi.$a!ky]; cyano; thtophenyl; 

thiophenyl substituted with di(C}^alkyl)amino€| ^alkyJCC j ^alkyl)amiiioCi.galkyl, 

di(Ci.0a]kyl)aminoC^6aiky], C|.ealkylpiperazinylCi^a!kyl t 

liydroxyCj^aikylpjperaziiiylCi^alky!, 

by drox yC j _*a Ik yloxyC t-tM iky Ipi perazmyl C } . f >alk yl 

di(Cj^aI kyl )aminosu!fonyIpipc.ra?inyiCj.,6aIkyl, 

C i-gaikyloxypiperidtnyl, C^alkyloxypiperidiaylCi^kyl, morphoHay1.Ci,galkyl T 

hydxm > C 1 ^aikyl (C { .^M A)mmw}€\ ^alkyl, ordi{hydroxyCj.$alkyl)am.inoCi»galky3; 

furanyi; furanyi substituted with hydroxyC].. $aJkyl ; . benzofuranyl; imidazoiyl; 

cxazolyl; oxazoiyl substituted with aryi and Chalky! ; Ci-gaJkyitriazoIyl; tetrazolyl; 

pyaroMdiuyi; pyrrolyi; piperidiaylC j . 6 alky iox y; morpholinyl; Cj^aikyimorpholhiyi; 

niorpholinylCi^alkyloxy; 

morpholinylC i.^alkyi; morpholinylC i.$alkyiammo; 

morpholinyiC ^gaH > - » Cj 6&lky3; piperaztayl; Cj^alkylpiperazmyi 

C 1 ^alkylpiperazi n ylC 3 ^alkyloxy ; piperazinyl C \ . 6 al kyl ; 

naphtaieeyi ilfi sinyl; naphtaienylsulfoayipiperidiny]; naphtalenylsuifonyl; 

C s ^atkyl pi perazi aylC j . galkyl ; C j -gal kylpi perazinylCj ^alfcylamiao; 
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C i .^alkylpiperazinylC j ^aJkylammoCi^alkyi; Ci^alkylpiperazinylsalfotiyU 
amtrK»ulfonylpiperazinyiC|^aIkyloxy; aminosulfonylpiperazinyl ; 
ammosulfcnylpiperazh^^ 

di(Cj_6a]kyl)araltii Ifoi pipe) ^inylCi^alkyl; hydroxyC ^alkyipiperdztnyl; 
h ydroxyCi^fialkyipiparazi nyJC j ^alkyl ; Ci^alkylos > pi peri dinyl; 
C * _#ilkyk>x ypt pendmylC j ^alkyi ; piperidinylaminoCj .^alkylamino; 
piperidmyiaminoC|,$aIky!amiiK5C|.^1kyi; 
<Ct.$aiky]piperidinyl)(hydioxyCi^alkyi)aminoCi^ikylamiiio; 
<Ci.ealkylpjperidtiiyl)(HydroxyC|. 6 alk>1}aminoC!4alkylamincC],68ifcyi; 
hydroxyCj .^alkyloxyCt^atkylpiperazmyl ; 
hydfoxyC^lkyioxyCi^ikylpipera^inylCi^al^yU 

(hydroxyC|.6aJkyl)(C|. 6 alkyl)affiino; (hydroxyC j ^alkyl)(Ct ^kyOarainfCi^alkyi; 
hydroxyC ^alkylaminoCi^alkyl; di{h ydrox yC j .^al ky DaminoC j^Ikyl; 

pyrrolidinylCi-ealkyl; pyrfoUdifiylCi ^alkyloxy; pyrassolyl; thiopyrazolyl; pyrazoly! 
substituted with two subslitueats selected IromCi^lkyl or lrihaloC j ^alkyl; 
pyrklsnyi; pyridmyJ substituted with Ci^alkytoxy, aryloxy oraryt; pyrimidfriyl; 
tetrahydrapyrimidmylpip^ 

quinolinyl; indolyl; phenyl; phenyl substituted with one, two or three substituents 
independently selected from halo, amino, tiitro. Chalky), C j. 6 a!kyloxy s 
hydroxyC j 4alkyl, trifhioromelhyl, trffluommethyloxy, hydroxyCi^alkylaxy, 
C i^lkylsulfonyl* Q^alkyloxyC t^aikyloxy, C\ ^alkyloxycarbonyl, 
aminoC|„4alky1oxy, diCCMaikyOaminoCi^alkyloxy, di(Ci4alkyl)arnmo, 
di(C i . 4 aikyi)ami nocarbonyl, di (C M aikyI) aminoC Malkyl, 
di{Ci. 4 aikyl}ammoC M alkylaminoC|.4alkyJ, 

di(C^4alky|)amino(Cj. 4 alkyi)amino 5 di{C-Malkyl)afHino(Ci^aIkyl)aR»BoCt^a]ky!, 

di(C j. 4 a0eyi)ami noC 3 ^alkyKCi ^aikyl)amino, 

di(Ci.4aIkyi)aminoC^4aikyl(C|^alky!)anuiioCi^aIkyI, 

aminosulfony fammoCQ , 4 alkyl)ami«o, 

aminosalfonyIamiao(C^4alkyl)ajmnoCi,4arkyI, 

di(Ci^alkyl)ammosulfonyimiiiKKCMalkyl)a«ano, 
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di (C i ^alkyl)aminosu Ifm y 1 ami no<€i - 4 alkyl)amirioC j ^alkyi, cyaao, 
piperidinylC s ^alkyloxy, pyrrol i di nylC^alkyloxy, aminos ulfon ylpi perazi mtyl , 
ammostilfonylpiperazirt ylC j^alkyl, di{Ci^alkyl)aminos«lfcmylpipcra2tnyi ? 
di (Ci.4Slkyl)araiiiosuifonylpiperszinyICj4dkyI, hydroxyCi^alkylpiperazifiyU 
hydmxyCi^alkyJptfKjra^inylCi^alkyl, C Malkyioxypipefidlnyl, 
Ci.4aikyloxypipen.<Kfiyi.CMalkyl, hyifcoxyCi^alkyloxyC^alkylpiperaxifiyi, 
hydroxyCi.4a1kyloxyCi^aIkyJpiperaz,iny!C|„4alky]» 

(hydroxyCj.4alky])(C|.4aikyl)amino, (hydro?{yCi^alkyl)(CMalkyl)aminoCi.4alky1, 

di (hydroxyC i^alkyI)amino, di(hydroxyC s , 4 alkyl)ammoC E ^ai kyl , furanyl, mrartyl 

substituted with -CH-CH-CH^CH^ pyrrelidmylCi ^alkyl pyrrolidinylC | ^alkyloxy, 

morpholmyl, morprioltnyiCMalkyloxy, morpholitiylCi^alkyl, 

morpholinylC} ^alkylamino, morpholinylCj^aIkylammoCi^alkyl,piperaxinyJ., 

Ci^alkylpiperaztnyl, Ci | ^alkylpiperazinylCj^aikyloxy , piperazmyiCi^alkyl, 

CMalkylpiperaziiiyiC^4atkyI,Ci^lkylpip«^BylCi^iky]amino, 

C j^alkylpipcrazinylC i ^alkylaminoC s^alkyl, tetrahydropyrimtdinylpipcrazinyl, 

tetrahydropyrimidinyipiperaztnylC M&lkyl, ptpcridinylaininoCi.4aikylamino f 

piperidinyl amitioC j ^alky 1 ami noC i ^alkyl, 

(C i ^afkyJpiperidi n y! ){h y drox y C , ^al k yl }ami rto€ j , 4 a I k y I ami no, 

(Ci^aikylpiperidinylXhydroxyCMalkyl^mHr-i '« ,a kylammoCi^lkyl, 

pyridmylC 1.4a! kyloxy, 

hydrox yC j 4a! kyl amino., h ydroxyC i^alkylamtnoC t ^alkyJ , 
di(CMalkyi)ainiiioC i^aikylaimno, amiiiothiadiazolyi, 
aminosulfonyipiperaziny IC } ^alkyloxy, or thiophen ylC|. 4 aIky!ammo; 
each R 5 and R* can be placed on the nitrogen in replacement of the hydrogen; 

ary! in the above is phenyl, or phenyl substituted with one or more substituents each 
independently selected from halo, Chalky!, C t ^alkyIoxy s tnfluoromeihyU cyano or 
hydrox yearbonyi 

[0168] Other embodiments of the compound according to embodiment [0167] (hereinafter 
collectively referred to as embodiment [0168]) are those in which one or more of the following apply 
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(wherein each of R 2 , R 3 , and R 4 in this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in 
embodiment [0167]): 

n is 0, 1 Of 2; 

in is 0, .1 or 2; y, 

Qis"" C ^ CR^ CH . 

\ , or \ , 

X is nitrogen; 
R 2 is hydrogen; 

-L- is a bivalent radical selected from carbonyl, solfonyl, or Ci^alkanediyi 
substituted with phenyl; 

® is a radical selected from (a-l)» (a-20) or (a-43); 
each s Is independently 0 or I; 

each R 5 is independently selected from hydrogen or phenyl 

[0169] Other embodiments of the compound according to embodiment [0167] (hereinafter 

collectively referred to as embodiment [0169]) are those in which one or more of the following apply 

(wherein each of R 2 , R 3 , and R 4 in this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in 

embodiment [0167]): 

ii is 0, i or 2; 

m k I or 2; / / 

Qis -cc .- CR — - CH - 

X is nitrogen; 
R 2 fa hydrogen; 

« -L- is a bivalent radical selected from carbonyl or sulfonyi; 



_0 

is a:; 



4 a radical selected from (a- 1) or (a-20); 
i each s is independently 0 or 1; 

i each R- J is independently selected from hydrogen or aryL 

[0170] Other embodiments of the compound according to embodiment [0167] (hereinafter 

collectively referred to as embodiment [0170]) are those in which one or more of the following apply 
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(wherein each of R 2 , R 3 , and R 4 in this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in 

embodiment [0167]): 

tisO; 

R 2 is hydrogen, hydroxy, ammo, hydtmyC j„0lkyl Cj^alkyl, Cj^aifcyioxy, 
arylCj-galkyl, ammoearbonyi aminoC^alkyl, C j ^IkytaiaoC i.«alkyl or 
di(C|^alkyf)aminoCi^alkyl; 

-L~ is a bivalent radical selected from C^alkatiediyl, carbonyl or sulfonyl; 



is a radical selected from (a- 1), (a-3), (a-4), (a-5), (a-6), (a-7). <a-8}> (a-9), 
(3-1D), (a-ll), (a-12), (a-13), (a-14), (a-15), (a-16), (a- 17), £a~iS), (a~19), (a-20), 
(a-21), (a-22), (a-23), (a-24), <a-25), (a-26), (a-2S), (a-29)» (a~3G)> (a«31), (a«32), 
(a-33), (a-34), (a-35), <a-36), <a-37) t (a~38) s (a-39), (a-40), (a-41), (a42), (a-44), 
(a-45), (a-46), (a-47), (a-48) or (a-5 1); 
each s is independently 0, I , 2, 3 or 4; 

R s is hydrogen; halo; hydroxy; amino; nttro; trihaloCi^alkyl; irihaloCj-galkyloxy; 
Chalky!; Ci^alkyloxy; Cf^aikylcarbonyl; Ci^alkyloxycarbofiylj 
C|. 6 alky!suIfonyI; hydroxyC^aikyl; aryloxy; di{C|^alkyl)amino; eyano; 
thiophenyl; foranyl; funny] substituted with hydmxyCi^alkyl; benzofarairyt; 
imidazoiyl; oxazolyl; oxazolyl substituted with aryl and Cj^alkyl; 
Cj^alkyltri-azolyU tefcrazolyl; pyrrolidinyl; pyrrolyl; morpholmyl; 

C i „ealky 1 morphol t nyl ; pi petm n y t ; C } .galkyl piperaz iny! ; 
hydroxyCi^alkylpiperazmyi; C^aikyloxypiperidinyl; pyrazoly; pyrazolyl 
substituted with one or two substituents selected from Chalky! or trihaloC^alkyl; 
pyridinyl; pyrMnyl substituted with Cj^alkyloxy, aryloxy or aryl; pyrinudmyl; 
quinofinyi, indole; phenyl; or phenyl substituted wtlh one or two substituents 
independently selected from halo, Ci.«aikyl, €$,galkyloxy or trifluoramethyl; 
R*is hydrogen; halo; hydroxy; amino; fiitro; trihatoCs^alkyl; trihaJoCj^alkyloxy; 
Chalky!; Cj^kyloxy; Ci^alkykarbonyl; Cj^kyloxycafboayl; 
Ci^alkylsulfonyi; hydroxyC^alkyJ; aryloxy; di(Ci^Mfcy!)amino; cyano; pyadtayl; 
phenyl; or phenyl substituted with one or two substkuents independently selected 
from halo, Cufialkyl, C^alkykray or trifluoromethyL 
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[0171] Other embodiments of the compound according to embodiment [0167] (hereinafter 
collectively referred to as embodiment [0171]) include the following (wherein each of R 2 , R 3 , and R 4 in 
this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in embodiment [0167]): 
tis 0; 

R 2 is hydrogen, hydroxy, amino, hydmxyCj^kyl, Chalky], Cj^alkyloxy, 
arylC^alkyi, aminocarbonyl aminoCj^alkyt, Ci^ttkylaminoC j . 6 alkyl or 
di(C| ^alkyl)amin oC 3 ^alky I ; 

-L- is a bivalent radical selected from C^galkanediyl, earbonyl orsulfonyl; 



V ba radical selected from (a-!), (a-3), (a~4), (a-5), (a-6), (a-7), (a~8), (a-9), 
(a- 10), (a-il), (a-12), (a~13),(a-14X(a-15X(a46) i (a- 17). (a~I8), (a-I9), (a-20), 
Oa-21). (a-22), (a~23), (a-24), (a-25), (a-26), (a~28), (a-29), <a-30), (a-3i), (a-32), 
<a-33) s (a*34), (a-35), (a-36), <a-37), (a-38). (a-39), (a-40), (a-4 1), (a-42), (a-44), 
(a-45), (a-46), <a*47), (a-48) or <a~Si); 
sisO, 1,2, 3 or 4; 

R s is hydrogen; halo; hydroxy; amino; nitro; trihaloCj^alkyl; trihaloCi^alkyloxy; 
Cj^alkyl; Cj^alkyJoxy; Cj^alkylcarbonyl; Ci^alkyloxycarbonyl; 
Cj^afkylsulfonyi; hydroxyCi-sailcyl; aryloxy; dt(€i^a!ky))amino; cyano; 
thiophenyl; furanyl; furanyl substituted with hydroxyCj^alkyi; berczofuranyl; 
imidazolyl; oxazolyl; oxazolyl substituted with aryl and C^kyl; 
Ci^alkyitriazoiyl; tetrazolyl; pyrroUdmyl; pymiyl; roorpholinyl; 
C i ,. 6 alkylmo.rphoimyl.; piperazinyl; Cj^alkylpiperaainyi; 
hydroxyCj .^aikyipiperazin yl ; €i. 6 aIky!oxypipe,ridiny!; pyrazoty; pyrazolyl 
substituted with one or two substituents selected from Chalky! or trihaloCi^aikyl; 

pyridmyl; pyiidiny! substituted with Cj^alkyloxy, aryloxy or aryl; pyjfraidinyl; 
quinolinyl; indole; phenyl; or phenyl substituted with one or two siibstittients 
independently selected from halo, Cj^alkyl, Cj^alkyloxy or trifluorooiethyi; and 
R 6 is hydrogen; halo; hydroxy; amino; nitre; trihaloC^alkyl; trihaloCj^alkyloxy;; 
Ci^alkyl; C^alkyloxy; Ci^aikylcarbonyl; Cj^alkyloxyearbonyl; 
Ci^aJkylsuJfonyl; hydroxyCs.<>aJkyi; aryloxy; di(Ci. £> aIkyl)ammo; cyano; pyridtnyl; 
phenyl; or phenyl substituted with one or two substttoicnts independently selected 
from halo, Chalky!, Cj^alkyloxy or triflooromethyL 
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[0172] Other embodiments of the compound according to embodiment [0167] (hereinafter 
collectively referred to as embodiment [0172]) include the following (wherein each of R 2 , R 3 , and R 4 ii 
this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in embodiment [0167]): 



CR 



n is 0, 1 or 2; m is 0, 1, or 2; Q is 



\ ,or 



-CK 



' X is nitrogen 



~0 is. 



sulfonyl, or Cf^alkanediyl substituted with phenyl; ^-^ is a radical selected 
from (a~l), (a-20) or (a-43); sisOor I; and each R $ is independently selected from 
hydrogen or phenyl 

[0173] Other embodiments of the compound according to embodiment [0167] (hereinafter 
collectively referred to as embodiment [0173]) include the following (wherein each of R 2 , R 3 , and R 4 in 
this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in embodiment [0167]): 



n is 0, 1 or 2; m is 0,1, or 2; Q is ^ ' \ , or \ ' X is nitrogen 

R 2 is hydrogen; ~L- is a bivalent radical selected from carbonyl or 

sulfonyi; V*/ |g a radical selected from (a-1) or (a-20); each s is independently 0 
or i; and each R 5 is independently selected from hydrogen or myl 
[0174] Particular embodiments of the compound according to embodiment [0167] (hereinafter 
collectively referred to as embodiment [0174]) include the following 



K D'KO 

H 



n 
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o 



in which the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 

R*<=\=/ 1 
K cD 

wherein ®, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and preferably 
[0048] and [0049]. 

[0175] In the compounds of embodiments [0167]- [0174], R 1 , R 2 , R 3 , and R 4 are preferably as 
defined in embodiments [0048] and [0049]. In other embodiments of the compounds of 
embodiments [0167]- [0174], R 1 , R 2 , R 3 , and R 4 are all H. Such embodiments are hereinafter 
collectively referred to as embodiment [0175]. 

[0176] In another embodiment, the invention comprises compounds of the following structural 
formula (11) (hereinafter embodiment [0176]): 
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o 

\\ m Aq=x r 12 

R 3 \=|=^ H ^_ /^N^Ap (CH 2 )-L— 0 

Y ^ Z (ID 
or a pharmaceutically acceptable salt thereof, wherein 
O is -NH 2 or -OH; 

R 1 is H or as defined in embodiment [0046]; 
R 2 , R 3 , and R 4 are as defined in embodiment [0046]; 
t is 0, U % 3 or 4 and when t is O then a direct bond Is mteaded; 

^. — CC CR^ CH^ . 

Q is nitrogen or - , \ . or ; 

X is nitrogen or ^ ; 

Y is nitrogen or ; 

Zis~NH~, ™0~or-CH 2 -; 
R is selected from the group consisting of hydrogen, halogen, -NH 2 , nitro, hydroxy, aryl, heterocyclyl, 
Cs-Cs-cycloalkyl, heteroaryl, C r C 7 -akyl, haloalkyl, Ci-C 7 -alkenyl, Ci-C 7 -alkynyl, Ci-C 7 -acyl, C r C 7 - 
alkyl-aryloxy, Ci-C 7 -alkyl-arylsulfanyl, Ci-C 7 -alkyl-arylsulfinyl, Ci-C 7 -alkyl-arylsulfonyl, Ci-C 7 -alkyl- 
arylaminosulfonyl, C r C 7 -alkyl-arylamine, Ci-C 7 -alkynyl-C(0)-amine, Ci-C 7 -alkenyl-C(0)-amine, C r C 7 - 
alkynyl-R 9 , Ci-C 7 -alkenyl-R 9 wherein R 9 is hydrogen , hydroxy, amino, Ci-C 7 -alkyl or Ci-C 7 -alkoxy; 
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R 12 is hydiogen, hydioxy, amino, hy^oxyCi^Ikyl, C M atfcyL C^alkyloxy, 
arylC^alkyl, aminocarbotvyl, hydroxycarbooyl, atainoCi^alkyJ, 
aminocarboaylC-i^kyi, hydtaycafbonylC t^alkyf , hydmxyaminocarbonyl, 
Ci^alkyloxycafbonyU Ci^jaW^^i-gaW or di(Ci^aHtyl)anoitioC j .galkyf ; 



-L- is a bivalent radical sheeted from -NR 9 C(OK -NR 9 SG r or -NR'Ob- 
wherein R 9 is hydrogen, C^aOcyL C 3 -ir£yeIoatkyL hydmxyC^alkyi, 
C j. 6 a]kyioxyC j ^alkyi or (g(Ci^al3cyI)aminoCj.^k.yl; 




(a~6) (8 " 7) M) 
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trihatoCi^yi; trifialoCi^allcytey; Chalky!; Ci^Okyl substituted with aiyi and 
Cs^iocycloaJkyj; Cx^alkyioxy; C^-galk^xyCi^gikyloxy; Ci^alkylcarbonyl; 
Ci^alkyloxycarfeoayli Cj^alkylsulfoEyl; eyaaoC^alkyU bydioxyCi^yl; 
hydmxyCi^alkyloxF. hydmxyCi^aikylammo; amfaioCi^aJlQflQxy; 
di(Ci^lkyl)aminoca^ 

di(C|^aIkyl}affl^TOC^ 6 all^y!aminoCl„#ikyl; arylsdfonyl; arylsolftatyknaino; 

aryloxy; a^teyC^aikyi; arylC^alkenedlyl; di{Ci„ 6 aIkyI)aKBijo; 

di(C-i ^alk yi mn^cC^^y I : di< .C|_ 6 alkyi)ftrmno<Ci . & alkyl)ammQ; 

di(C s ^alfcyI)amino(C j . 6 alky!)armnoCi .^alkyl ; 

di{Ci^al^I)MnmoC^^^ 

d^e^lkyi^noC^^^ 

amlnmu!fonyianiino{Ci„6<ilkyl}amino; 

ami nosnlfonyiami noiC j .$aikyi)anii noC i^alkyl ; 

dl(C i.galkyl)aminosut.fooyl ami no(Ci_ 6 alkyi)amkto; 

di(C^alkyl)aiuto cywoi thiophenyl; 

iMophenyl substituted with d^^ 

diCCi^alky^aJBinoCj ^alkyU Ci^alkyliMpefazittylCi^aikyl, 

hydrosyCi^aikylpiperaKin ylC i^alky! , 

.hydroxyCj ^alkyloxyC t .^Jkyipiperaziay 1C i^alkyk 

d^C^alkyOaminosuliday^ 

Ci-ealkyloxyinperidinyl, Ci^alkyloxypiperidinylCi^alky], mo^IinylC^alkyl* 
hydro3tyCi^alkyl(C i .6alkyI}amiaoC l . 6 a!kyk or di(hydraxyC;i. f jalkyi)ammoC w alky!; 
furanyl; furanyl substituted with hydrox}C f ,^alkyi; beasrfkranyl; iimdazolyl; 
oxa»o!yl; oxazdyi substituted with ary! and CWIkyi; C^alkyMazoIyl; teaa&olyl; 
pyrtolidrayU pynolyl; piperidinylCi»«allcyjoxy; moipholkyl; C^a&ylmorpholmyl; 
morpholinylCiHtaikytoxy; 
morpholkyiC^aM^ 

mtM|*oimylCi, 6 a]ky!amjn0Ci.galky!; piperassrayl; Ci^alkylpiperaziayl; 
C^alkylpiperax^^^ 

naphtalenj t \pi r, \ toy!; naphtalcnylsiilfonylpipcndinyk naphudenylsulfonyl; 

Cj t, lkylpipcra/m\i< ft alkyl < ( a kvlpipc ^nylC^Bcylaraino; 
C^lkylpifm^ 

atninosulfonylpiperaztn ylCi^al kyl ox y; aimB(>su1fonylpipei'az3nyi ; 
aminosuiibnylpipera2iriy!C|.6alkyi; di(Ci. 6 aikyl)ami.ismdfoByIpipem2inyl; 
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outCi ,alks x i ' T -k ^ajky) bye oxy< 6 alkySp.ipe mayi; 

bydrc«yCj. £ ,alky;rtpe.-, u , i « 5 a!kyl. C^^alkyloxypipcrianyl; 

C t .6aIk)ioxypiperidro.yiC i.#Ikyl; piperidto^ainlijoCi^lkylainino; 

piperidinylarai aoC t .^alkyiatniBoCj-gaikyl; 

(C{.6aIkylpiperidioylXhydfOxy€i. ( ^lityOamiuoC i ^aikylaniino; 

(Cf^jalkylpiperidhiylXhy^ 

hydroxyCj . 6 alkyloxyC] ^jaikylpiperazmyU 

hydi ox j C i .gaik) io\ y< 1 f , , ' I p si rt y 1 C , ..^aXkyl; 

(hydroxyC j _<; ; alkyl )(C -j „ 6 alkyi)antino; (hydR>xyC w alkyl)(C s ^alkyi)ainitioC]^aikyl ; 
hydroxyC|. 6 alkyj3mj:noCvf > aJ.k>'J; di(hydroxyC l . 6 alkyi)aminoC f . 6 aIk>'f; 
pyixolidinyft , r y'kpyi t < in ' , < >lkvk>xy; pyrazolyi; thiopyrazolyl; pyrazolyi 
,y stitul d v* r ol < nts selecttd irorru galkyJ or f.nhalof |. {f al.ky]; 
pyrklmvl; pyridlnyl substituted with Cj^Mkyioxy, aryloxy or aryl; pynmidiiiyt, 
tel^hydropyrimidmylplperazinyl; tetrahydropidniidmyipiperEmiiylC|. & alkyl; 
quinolmyl; indole; phenyl; phenyl substituted with one, two or three substhuenu 
independently selected from halo, ammo, ratro, CWaikyk Cj^alkyloxy, 
hydroxyCj-ialkyl, trifluoramethyk Mfluoxomethyloxy, feycboxyCi^alkyloxy, 
Cj^lkylsulfoayl, Ct^kyloxyQ^lkyloxy, Cj^alkyloxycarbORyl, 
airdnoCj^alkyloxy, diCCi^aikylJaminoCi^alkyloxy, di(Ci^alkyi)amitto t 
di(Ci^alkyl}aminoeiifhonyl di(Cp4.alkyl)aminoC|.»ialkyl f 
di(Ci4E^fcyi)^inoCi-4alkyiamlnoC 1 ,4aIkyk 

di(C.Malkyl)untiao(C Maikyl)atm»Q> da(CMalky1)anuno(Ci,4alkyl)aminoC| .^alkyL 
di(CMaIky!)ajnliJ0CMalkyl<CMaikyi)amiJjo, 
<fi(CMalkyl im bo( t a ) ■ in ■< > 

anii«0sitifonylammot'< ja ; ijamino, 

liriosulfonylan * ylyiimmo* K' 

di(Cj.4a!ky!)aniir) - foiiyiajnino(Cj^.al.kyl)araino 
«•}• C, 4 : Ji s u t( « > tj 1 iniino(Cj «!' Ik 1 )< <; alkyi ; no 
piperidiaylCi^alkyloxy, piTfolidwyiCi^alkylosy, aiuinosulfoRylpiperazijTyl, 
aminosulfoi ir >es -sr < j f \ < iu ( 4 !• \xmim ul n [pip razinyl 
di(Ci^aJl vl;amm< «uJ <>n\ i\k t 1; f<", <a!k>3 v .akvip ;t/ ink 

hydroxy* , > »jpi t szuyvK 1 4 dkyl, Cj ia11 yloxypiperidinyi, 
Cj.4alkyioxypipet"idinylC}..4alkyL hydroxyCi,4alkyioxjCj^alkylpiperszinyl f 
hydrox yC 1 ^al kyl ox yCi^alkyipi perazi nylC \ 4-aik yl , 

(hydi-oxyC}4ajkyS)(C I 4alkyl)aHiinQ, (hydroxyCi^kyl){Ci«4al^}atniaoCMalkyi, 
diChydmxyC^alkyDaiuino, di(hy(M>xyCt^alkyl)sHiimoCMaJkyl, faranyk furanyl 
substituted with ^CH-CH-CH-CH- 7 pyrrolidmylCi^alkyl, pyrrolidtnylC^^alkyioxy, 
morpholinyl, morpholinylCt 4alkyloxy> morpholmyiCi^alkyl, 
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morpholmy! C i .^alkyl ammo, mDtpholii3>dCi^aIkyIammoC j .^alkyi, piperazinyl , 

C Malkylpiperazinjl C j^aikylpiperazinylCi^aikyloxy, piperazmylC^alkyl, 

Ci^alkylpiperaz^ 

^ 4 a!kylFipetw^ 

tetrahydropyritm^^ 

piperidlnylamitioCi^alkylaminoCi„#Ikyi 9 
{Ci„4aiiq%iperi:fe^ 
(Ci^kjdpiperidi^ 
pyridmyJC^aikyloxy, 

hydroxyC j.^lkylamino, hydroxyC j^alkylammoC M&lkyl, 

di:(CMalkyi)aimnoCMaIkylammo t aimnothiadiazolyl, 

anrinosulfonylpiperaziaylCMalkyloxy, or MopbeaylCi^alkylamino; 
each R s and R* can be placed on the nitrogen, in Kflaceisefct of the hydrogen; 
aryl in the above is phenyl, or phenyl substituted with one or more substitaeats each 

independently selected from halo, C^alkyi, C^alkyloxy, triftaoromethyl, cyaao or 

hydmxyearbonyl 

[0177] Other embodiments of the compound according to embodiment [01 76] (hereinafter 
collectively referred to as embodiment [0177]) are those in which one or more of the following apply 
(wherein each of R 2 , R 3 , and R 4 in this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in 
embodiment [0176]): 

t is 0 or 1; ^ / 



a, ^ 

— CxC CR ( 

Qis ^ , \ ,or 



X m nitrogen ; 
R 12 is hydrogen, hydroxy, Chalky! or aryiCj^aikyl; 



-L- is a bivalent radical selected from -NHC(O)- or -NHSCV; 



Vl> is a radical selected from (a-1) or (a-20); 
each 5 is independently 0 01 1; 

each R 5 is independently selected from hydrogen or phenyl. 
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[0178] Other embodiments of the compound according to embodiment [01 76] (hereinafter 
collectively referred to as embodiment [0178]) are those in which one or more of the following apply 
(wherein each of R 2 , R 3 , and R 4 in this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in 
embodiment [0176]): 



X is nitrogen; 
Y is nitrogen; 
Zis 0^.r -CH 2 "; 
R 12 is H; 

-L- is a bivalent radical selected from -NRC(O)- or -NHS0 2 ~; 



hi radk 1 selected from (a-] or (a-20); 
each s is independently 0 or !; 

each R s is independently selected from hydrogen or phenyl 
[0179] Other embodiments of the compound according to embodiment [0176] (hereinafter 
collectively referred to as embodiment [0179]) are those in which one or more of the following apply 
(wherein each of R 2 , R 3 , and R 4 in this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in 
embodiment [0176]): 



R 12 is hydrogen, hydroxy, ammo, hydroxyC^aikyi, Cj^alkyi, C^alkyloxy, 
ary!C 1 . 6 alky.l aminocarbonyl, aminoC^aikyi, Ci^alkylaralnoCi^alky! or 

«L- is a bivalent radical selected from .-NHC(O)- or-NHSO*-; 




tisO; 
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Is a. radical selected ftora (a-I) t (a-3), (&4), (a-5), (a-6)» (a-7), (a-8)» (a-9),. 
(a-10), (a-1 1), (a-12), (a43), (a44), <a-15), (a46), <a47), (a48), (a49), (a-20), 
(a-21), (a-22), <a~23), (a~24), (a-25), (a~26), (a-28>, <a-29), <a-30}> (a~31), (a~32) t 
(a-33), (a-34), (a-35), (a-36), (a-37), (a-38), (a~39) s (a-40), <a-4i), (a-42), (a-44), 
(a-45), (a-46), (a^47), (a-48) or(a^l); 
each s is independently 0, 1, 2, 3 or 4; 

R : is hydrogen; halo; hydroxy; amino; tiit.ro; trihal.oCi-6al.kyh frihaJoCt^alkylexy; 
Ci-^alkyi; C^alkyloxy; Ci^alkylcarbonyl; C1.4alkyloxycarbo.nyl; 
Cj^alkylsulfoayU hydroxyCj^aifcyl; aryloxy; di(Ci^alkyl)amina; cyano; 
tbiophenyl; furanyl; furanyl substituted with hydroxyC1.4aIk.yI: Ixvazofuratiyi; 
itriidazolyl; oxazolyl; oxazoiyl substituted with aryl and Chalky]; 
Cmsalkyllfiit/»>1\1: tctru/olyl; pyrroiidinyl; pyrrol yt; morpholinyl; 
Ci^alkylmorpholinyl ; piperazinyl; 
C| „gal ky Ipf perazinyl ; hydroxyC^galkylpiperaziiiyl; 
Cj ^alkyloxypiperiditiyl; pyraxoly; pyrazolyl substituted with one or two 
subs&toents selected Imm C^aHcyl or tdhaloCi^allcyl; pyndmyl; pyrkimy! 
substituted with Ci^alkyioxy, aryloxy or aryl; pyiimkiiriyl; quiaolinyl; indole; 
phenyl; or phenyl substituted with one or two sabstituents independently selected 
from halo, Cj^alkyl, Cj^alkyloxy or trifluorornethyl; 

R° is hydrogen; halo, hydroxy; amino; nitro; tn.haioCi„ c ,alky'l; trihafoCi^alfcyloxy; 
Chalky!; Ci^alkyioxy; Ci-galkylearkmyU Ci^alkyloxyearbonyl; 
C$^alkyIsulfonyJ; hydroxyCi^alkyl; aryloxy; dt(Ci^lkyl)amino; cyano; pyridinyl; 
phenyl; or phenyl substituted with one or two substituents independently selected 
from halo, Chalky!, Cj.. 6 al.fcy.loxy or trill iioromethyi. 

[0180] Other embodiments of the compound according to embodiment [01 76] (hereinafter 
collectively referred to as embodiment [0180]) are those in which one or more of the following apply 
(wherein each of R 2 , R 3 , and R 4 in this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in 
embodiment [0176]): 



10/574,088 
Substitute specification 



157 



R 3 and R 4 are each independently selected frcmi hydrogen, hydroxy, 
hydroxyCj^alkyl, aminoCj^alkyl or amiiiQaryl; 

a raciic i i *d from (a-1), (a-2), (a-3), (a 4), (a~5 l (a-6), (a-7), <a~8), 
(a-9), (a-IOX (a-11), (a-12), <a-13), (a-14), (a-15), (a-16), (a~i?) f (a- 18), (a-19), 
<a-20) s (a-21), (a~22), (a-23), (a-24), (a-25), (a-26), (a-27), (a-28), (a-29), (a-3G}> 
(a-31), (a-32), (a-33), (a~34), (a-35), (a-36) t (a-37), (a-38), <a-39), (a-40}> <*41), 
(a-42)(a-43)or(a-44); 

each R 3 and R' J arc independently selected from hydrogen; halo; hydroxy; amino; 
nitre; UihaloC^aikyl; trihaloCt ^alkyloxy ; Chalky!; Cj^alkyloxy; 
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C^alkyloxyCj^aikyloxy; C L _ 6 alkyIcarbcmyJ: C s .eaIkylsuIfoayl; cyanoCi^alkyi; 

hydroxyC] gall A hydroxyC M aIkykixy; hydxoxyCi^dkylaniffio; 

ammoCt .fialkyloxy; di(C{. c alkyl)aminocarboiiyl; di(hydiox>Ci-^lkyl)arnlBO*, 

arylC ! . {J a!kyi}aniino;di(C^. 6 alkyr)ammoC i , 6 dkyIoxy; 

diCCi^alkyOaminoCi^kyiamiiio; arylsulfonyl; aryisuIfo»ylamiao; arytoxy; 

arylQ «a1 kenedi yl ; di(Cj dl I : ammo; 

<fi(C^kyl)aminoCt^^ 

cyano; thiophenyl: thiophenyl substituted with 

di(C^$dkyi)arnittGCi_ :6 a^ 

Ci^alkylptpermByJC^alkyi or di{hydroxyCi^alky!)»ffiinoCi^alky]; faranyl; 
irnkktzolyi; Ci^aikyHHazolyl; tetrazolyl; pynolidinyl; pipertdinylCi^aikyloxy: 
m oxph ol Inyi ; C $ .galky Imorpholmyl ; morph oHnyiC t .salkyloxy; 
morphoMaylC! .§alkyl; C^alkylpiperazinyl; Cj^alkylpiperazttiylCi^alkyioxy; 
Ci.<salkylpipefazinylC. l ..,»a}.kyl; Cj^lkyipiperazinylsulfonyl; 
atmnosaltouytpi era m 'V ^ K'\> - di-ninosulfoHylpipemzmyl; 

di(€^atkyi)aimsosu^ 

hyckoxyCi.* tzin t( alky] C { .< } p ridinyl 

C^gaJisyloxypipericlinyIC|„#lkyl; hydroxyCi.galkyloxj'Ct-ealkyipiperazinyl; 
hydroxyC^alkyioxy< |.t>aB lptpu zioyiCi^alkyl; 

(hydroxyCi^alkyJKCj -6alkyl)amino; (hycfrax^^galkylKCi^aJkyl^mintCi^kyi; 
pwolidinySCj^alkyloxy; pyrazolyi; thiopyrazolyl; pyrazolyl substituted with two 
substituents selected from C^alkyl or tahaloCi^alkyl; pyridmyl; pyridiayl 
substituted with Q^alkyloxy oraryk pynimdinyS; qwinolinyl; indole; phenyl; phenyl 
substituted with erne, two or three sutatitusnts indepencteetiy selected from halo, 
amino, Ci^alkyl, C^alkyloxy, hydroxyCi^lkyl, friftaorome^yl, 
ttif iuammethyJoxy, hydroxyC i^kyloxy, CwaBcyloxyCj^aJkyloxy, 
aminoCi. < talkyloxy T dj(C i .4alkyl)aHunoC j .4aiky1o.xy, t1i(C)..4aIkyl)auuno. 
di(C j.4iilky{)*t3iunoC j ^alkyl, di(Cj^alkyl)aroinoC3„4^^^K^i-4^kyI)£unjtiv>Ci»4alk.yl, 
piperidinyJC^alfcyioxy, pyn-olidittylCi^kyloxy, anrnKKuJfoaylpiperazinyl, 
ammosulfonylpij-KrazurylCi 4 alky2, diCC^alk i)amh) >sulfc«r Iftiperasany!, 
di(Ci.4fjIk) laminosulfc nylpiperazinylC . 4 a1kyk hydroxyCi 4 aikylpipefa3;isiy3 1 
hydfoxyCt^alkylpipcrazinylC j^aikyl. CMalkyloxypiperidi nyl , 
Ci^alkyloxypjperidinyiCi^alkyk hyckoxyCi^alkyloxyCj^aJkylpiperazinyl, 
h ydrox yC t^alkyj oxyC i ,. 4 a) kylpi perazi nylC j^alkyl, 

{hydroxyC Maikyl)(C j 4alky1)amiao> (hydroxyC^ 4 alkyI)(C w alky!)ai»inoCj[^alkyl, 
pyTfolidiJiylCi^alkySoxy, morpholmy!C M aJkyloxy, moi^hoIlnylCi^alkyl, 
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Cj^alkylfHperaaanyl, Cj ^alkylpiiJeraziiiylCi^alkyloxy, 

CMSlkyipipearasinylCi^alkyl, .hydmx3fCi.4alkylamj»o. d dro:xyC.M r l)m h 

dj (Chalky! )aminoC \ ^alkylaraino * aMaothi adiazolyl, 

amiHOSidfonyipip^^^ or taopliexiylC w aikylamtno 4 

[0181] Other embodiments of the compound according to embodiment [01 76] (hereinafter 
collectively referred to as embodiment [0181]) include the following (wherein each of R 2 , R 3 , and R 4 in 
this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in embodiment [0176]): 

R 3 and R 4 are each independently selected from hydrogen, hydroxy, 
feydroxyCi^alkyi aminoCi^aikyl or ananoaryl; 



i « idical selected from t-l), (a-2) * (a-4), (a~5), (a~6), (a 0 s 
(a-9) s (a-10), (a-Il), (a42) s (a43), (a-14), (a-15), (a46), (a-17), (a-18), (a-19), 
(a-2G), (a-21), (a~22), (a-2S), (*-24), (a-25), <a-26), (a-27), <a-2S), (a~29), (a~30), 
(a-3i), (a-32), (a-33), (a-34), (a-35), (a-36), (a~37), (a-38), (a~39), (a-4G), (a-41), 
(a-42) (a-43) or (a-44); 

each R 5 and R* are independently selected from hydrogen; halo; hydroxy; amino; nitro; 
trihaloCi-galkyl; ttihaioCi^alkyloxy; Cj -ealkyl; C^alkyloxy; 
Ct^aik^oxyC j^aftyloxy; Cj^alkykaroonyi; Ci.#dky!sulfoayl; cyaaoC^kyl; 
hydroxyCi^alkyl; hydroxyC^alkyloxy; hydroxyCi-ealkylamino; 
aminoCj ^alkyloty; dnC, 0 aliv h m\ locaroonyi; dii hydroxyC 5 ., 6 aikyl)ami2ia; 
arylCj .galkyl)amfno; di(Cj .^ikyl)aminoCi ^alkyloxy ; 
di(Cj.ga]kyl)aiiiinoCi^a&ylaaiino; arylsulfonyl; aryisulfoaylamiao; aryloxy; 
arylC^alkenediy! ; di(C i^alkyljamino; 
di(C |.gaikyi)anijnt)C \ .$alkyl; 

diCCi. 6 a'lkyl)aniiiiQ^ cyano; thiophenyi; 

thiophenyl substituted with di(Cj^alky])aminoC U6 db^^^ 

di(C ^.^alkyljamirtoC j„ f ; f aliyl ; Cj^alkylpipcraxinyjCi.ctalkyl or 

di(hydroxyC I ^alky])aiininoC|.$alkyl; fciranyl; timdlazolyi; C^alkyiiriazolyl; 

tetrazolyl; pyrrolidii yl; p pcndin> ICi , all yloxy; morohoM q 1; 

C i ^aJkyhnorpholinyl : moipholinylC j .galkyioxy ; niorpbol.tn.ylCj,galkyl; 

Ci^alkylpiperazinyl; Cj^alk^pefasdn^iCi^allylox^ 
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Ci^afkylpipes oinyiCi-iftUgfi; Ci^alkylpiperazmyisuUbnyl; 
aminosulfonyl| pei - ICi^alkyloxy; ammosulfoft (pipemziiiyl; 
aminosulf 0B>1pipeimmy 1 C j, 6 al'kyl ; 
dj(Ci„6alkyI)amiiio£«lfoiiyIpipeiiziJiyl; 
di(Ci^aIfcyl.)aimfiosuto 

hydroxyCi ^Ikylpip^aziitylCi-fidkyl; Ci^alkyloxjpiperi<liiiyi; 
Ct.#lkyloxypiperi^nyIC i^alkyl; hydcaxyC i^alkyloxyC^alkylpiper^tinyl; 
hydfoxyCi,#dkyloxyCi.6alkyI| \ m ..-mylC^alkyl; 

(bydroxyC^fl^i)^ 

pynolidinylCi^aikyJoxy; pyrazolyl; iMopyrassoiyi; pyrazolyi substituted with two 
substitute selected from Chalky! or trihateCi^alkyl; pyridmyl; pyridmyl 
substituted with C^alkyloxy or aryi; pydmidinyl; qumolinyl; indole; phenyl; 
phenyl substituted with one, two or three substituente independently selected from 
halo, amino, C^alkyi C^alkyloxy, hydroxyCMalkyl, trifiuororaethyl 
trifluorometliyioxy, tiydroxyCi^alkyloxy, Ci^aOcyloxyCt^alkyloxy, 
aminoCi^aikyloxy, 

di(Ci.4aikyI)aminoCi„ 4 aikyIoxy t diCC^alky^aaiino, di(C M aIkyl)aminoCi^aikyl 
di(^4alkyi)atito 

pyiroMdiftylCi^lkyioxy, amiTSosalfonylpiperaziny^ 
aismosulfony^^ 

diCCi^alfcyOaminosuLfonyJpiperazinyiCj^alkyl, hydroxyC^alkyipipefazinyi, 
hydroxyCj..4al'kylpiperazinylCi^alkyi, Ci^aJkyloxypipranianyl, 
Ci„4alky]oxypiperidmy!Cj4alky! f hytoyCi^alkyloxyCj^alkylpipermiiyl, 
hydToxy€i4alkyloxyCi.4sikylpiperazmylC 3 .4alkyl, 
<oydmxyCi. 4 al3Qrl)(CMall5yl)miMno,Chy^ 

pyrraidiiiylCt^aikyloxy, morphoinylCi^alkyloxy, morpholinylCi^ikyl, 
d^lkylpipeiminsl Ci^all^perazkylCi^aMoxy, 

Ci, 4 alkyIpiperadxiyIC { „4alkyl, IiydtmyCi^alkylaHiiiio, diChydroxyCs^lky^aiixmo, 

di(Ci. 4 allQi)amlnoCi_4.a!kyIaiinno ) aminotMadia2»Iy!, 
aminosolfonylpipera^mylCi^aifeyloxy, or tMophenyiCMalkyiamiBO, 
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[0182] Other embodiments of the compound according to embodiment [01 76] (hereinafter 
collectively referred to as embodiment [0182]) include the following (wherein each of R 2 , R 3 , and R 4 in 
this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in embodiment [0176]): 
tis 0; 

-L- is a bi valent radical selected from -^HC(0>- or -NHSCfcs 



is a radical selected from (a-lX (a-3), (a-4), (a-5), (a~6) t (a-7), 
(a40), (a-U), (a-12) f (a-13), <a44), (a45), <a46) } £a4?) f £a48} ? (a-19), (a-20), 
(a-2i), (a~22X (a-23), (a«24), (a-25), (a~26X (a-28), (a-29), (a-30), (a-31), (a-32), 
(a-33) ? (*-34), (a-35), (a-36), (a-37), (a~3S), (a-39), (a-40), (a-41), (a-42>, (a»44) s: 
(a-4S), <a-46X <a-47), (a-48) or <a~51); 

each a is independently 0, 1,2,3 or 4; 

R 5 is hydrogen; halo; hydroxy; amnio; nitre; trihaloCi-galkyl; tribal oCj^alkyioxy; 

Chalky] ; Ci^alkyloxy; C ^alkylcarbonyl; Cj^lkyloxycarbonyi; 

Ci^alkylsulfonyl; hydroxyC^alkyl; aryloxy; di(Ci^alkyl)amiiio; eyano; 

thiophenyl; tanyl; fmmyl substituted with hydroxyC 3 .#alkyI; benzoftaaayl; 

iniidazolyl; oxazolyJ; oxazoiyl substituted with aryl and Cj^alkyl; 

Ci^alkyltriazolyl; tetrazoiyl; pyrrolidmyl; pyrrolyl; morpnolinyi; 

Cj^alkylmorpholmyl ; piperazinyl; 

Ci^alkylpiperazinyi; hydroxyCj^alkylpipsrazinyl; 

Cj^alkylox; -if-. • v nyk p>razoly; pyrazolyl substituted with one or two 

Mibstuucnus selected from Chalky! or trihaloCj^alkyl; pyridlayl; pyndtny! 

substituted with Ci^alkyloxy or aryl; pyrimidinyl; quiuolmyl; indole; phenyl; or 

phenyl substituted with, one or two substituents independently selected (mm halo, 

Ci^jalkyl, Ci^alkyloxy or tnfiuoromethyl; 
and R 6 is hydrogen; halo; hydroxy; amino; nitro; trihaloC^kyl; rdhaJoCi^alkyloxy; 

Cj^lkyl; C|,p3kylaxy; C^alkylcarbonyl; Ci^lkyloxycarbonyJ; 

Ci. 6 alkyIsullonyI; hydroxyC^gaiky!; aryloxy; di(C 1 ^alky!}amirio; eyano; pyridinyl; 

phenyl; or phenyl substituted with one or two sufosti tuenbs independently selected. 

from halo, C w alkyl : , Ci^aSkyloxy or nifluoromethyl. 
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[0183] Other embodiments of the compound according to embodiment [01 76] (hereinafter 
collectively referred to as embodiment [0183]) include the following (wherein each of R 2 , R 3 , and R 4 ii 
this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in embodiment [0176]): 
^ / / 

t is 0 or 1; Q is ^ ' \ , or \ ' X is nitrogen 

R i2 is hydrogen, hydroxy, C t _ 6 a£kyl or arylC^alkyi; -L- is a bivalent radical selected 
from 

is a radical sell cted i m ox (3-20); t\tch s 
is independently 0 or I ; and each R 5 is independently selected from hydrogen or 



[0184] Other embodiments of the compound according to embodiment [01 76] (hereinafter 
collectively referred to as embodiment [0184]) include the following (wherein each of R 2 , R 3 , and R 4 in 
this embodiment corresponds to R 12 , R 13 , and R 14 , respectively, in embodiment [0176]): 

°C ~~ CR \ CH C 

t is 1 ; Q is ^ ' ' or ^ ' X is nitrogen; Y is nitrogen; Z is - 

R 2 Is hydrogen; ~L- is a bivalent radical elected 

from -NHC(0)~ or ~NHSQ r ; "® is a radical selected from or (a-20); 
each $ h independently O or 1; mid each R 5 is independently selected from 
hydrogen or phenyl. 

[0185] Particular embodiments of the compound according to embodiment [01 76] (hereinafter 
collectively referred to as embodiment [0185]) include the following 



if 
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f 


/ 0 


CC"XX) 


f 




? 












OH 



in which the terminal hydroxamic acid moiety (-C(O)-NH-OH) is replaced with 
R 1 

p2\ v O 

R >)TA H lie 

<C y— n-c-- 

R o 
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wherein ®, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and preferably 
embodiments [0048] and [0049]. 

[0186] In the compounds of embodiments [0176] - [0185], R 1 , R 2 , R 3 , and R 4 are preferably as 
defined in embodiments [0048] and [0049]. In other embodiments of the compounds of 
embodiments [0176] - [0185], R 1 , R 2 , R 3 , and R 4 are all H. Such embodiments are hereinafter 
collectively referred to as embodiment [0186]. 

[0187] In another embodiment, the invention comprises compounds of the following structural 
formula (12) (hereinafter embodiment [0187]): 



or a pharmaceutically acceptable salt thereof, wherein 
o is -NH 2 or -OH; 

R 1 is H or as defined in embodiment [0046]; 

R 2 , R 3 , and R 4 are as defined in embodiment [0046]; 
Ring A k a hetoocydyJ, wherein if said heterocyclyl contains an -NH~ moiety that 
nitrogen maybe optionally substituted by a group selected from G; 

R 1 1 is a stibstimeni on carbon and is selected from halo, tritro, cyano, hydroxy,. oxo, 
MOuorometiiyl, triflnoroinethoxy, amino, caifcoxy, carbamoyl, mercapto, sulphamoyl, 
Chalky), C^alkenyl, C^kynyl, C^alkoxy, €,_ 6 alkanoyl C^alkanoyioxy, 
Ar-(Ci^aBgd)amitto, ^^(C^alkyO^inino, Ci^alkanoylamino, A r ~(C^ e dkyl)cm: : biimoyl s 
A?,A f -(C w alkyl) 2 .ctrbat»oyl, C 5 ^S(0), wherein a is 0 to 2, C|, s aIkoxyearbonyl, 
AHCi^alkyljsuipliamoyL A r ,. f Y~(Q-^M)2^i0iamoy!, aryl, arytey, arylC^afkyf, 
heterocyclic group, (heterocyclic group)C^alkyl or a group (P-E-); wherein R\ including 
group (D-E-), may be optionally substituted on carbon by one or more V; and wherein, if said 
heterocyclic group contains an -NH- raobiy that nitrogen may be optionally substituted by a 
group selected from J: 
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Vis halo, vitro, cyano, hydroxy, osu>, triflaaKHne&yl, tdflucaoroethoxy, amino, 
carboxy, carbamoyl, mereapto, sulphamoyl, C ; ,< ; alkyl, C 2 .<>aikejiy.L C M aIkynyk Cj-salkoxy, 
Cwataoyl, C, edkanoyloxy, A (Cj 6 a1ky1)amBK>, MAKCi^alkjdfeajmno, 
CMalkanoylaroino, AHC^alkyOcarhaffioyi, JV,AqC^alkyI)jcarbamoyk Ci^kylS(0} B 
wherein a is 0 to 2, Ci^alkoxycarbouyU ^-(Ci. fi alkyl)sulpbamQyl, .W(C { , 6 alkyl) 2 su]phaas>yi 
or a group (D'-E*-)j wherein V, including group (»*-£'-), may be optionally automated on 
carbon by one or more W: 

W and Z are independently selected from halo, m-ro, cyano, hydroxy, oxo, 
trifluorotnethyl, trittuofemethoxy, amino, carboxy, carbamoyl, meroaolo. sulphamoyl. 
Cw,aikyl, C^alkeivyl, C^alkynyl, C^aikoxy, C i4i a!teuwyi, C^alkauoyloxy, 
AHC^alkyllamhio, AAHC; .^fcyFhammo. Cj.eaJftanoylaroino, tf-nC^alkyftcarbarnoyl, 
MNKCj^alkyO^aitamoyl, C 5 .«aIkylS(0) a wherein a is 0 to 2, Q^alteycarbonyl, 
AKC;- f ,3lkyi)su!nham«!\1 orA'./V-iCi.*alkylhsulphanwyl; 

0, J and K are independently selected from Cj ^alkyl, C 2 . s alkenyl Cj.galkynyk 
Ci-salkanoyl, Cj^lkylstilphonyi, Cemlkoxycnrbor>yl, carbamoyl, ;V-(C 1 . s a!kyl)carbaBK>yl, 
^•{CMtalkyDeartmmoyk benzyloxycatbonyk benzoyl und piienyisulphonyi, aryl, 
arylCs-jalkyl or (heterocyclic gt'oup)C,. 6 alky3; wherein Q, $ and K may be optionally 
substituted on. carbon by one or more Q; and wheasin if said heterocyclic group contains an - 
NH- moiety thai mtmaen may be optionally substituted by a group selected bom hydrogen or 
Chalky!; 

Q is halo, nitro, cyano, hydroxy, oxo, triftuororaeehyh trifluoromotbosy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, d<alky!. Cwaltonyl, C^alfcyayi,. <-V fi aikuxy, 
Ci^alkanoyl, C^lkanoyloxy, i^KQ^allqdJataiao, ^-(Ct^aBcylhamino, 
Ci-fi&acrooyiamino, iV-(C,^yl)carba«>oyl, AW.(Q^8lkyl)scarbamoyk C s ^alkylS(0)» 
wherein a is 0 to 2, C { . s alkoxycarfconyl, C.^alkox^arbcmylatrano. AMCi^aikyDsulpbaTnoy], 
MA'-CCLsaikyDiSulphamoyl, aryi, atyloxy, arylCi^lkyl, arylCi-galkoxy, heterocyclic group, 
(heterocyclic groupX^alkyl, (heterocyclic gi-oupP[. 6 all<oxy, or a group (D' : -E"-); wherein Q, 
including group (D"-E <: - ?, may be optionally substituted on carbon by one or more Z; 

I>, |>' andD" am mdepeuderrtly selected from CVsaikyi, Ca.eaikcnyL Cj^alkyayl, 

i Cs^scycloalkyk C 3 - S eycloalky!C ! .. j alkyl aryU arylCi^dkyl, heterocyclic group, (heterocyclic 
groupiC^alkyi; wherein D, D* andD" may be optionally substituted on carbon by one or 
mom P; and wherein if said heterocyclic group contains an -NH- moiety that nitrogen may be 
optionally substituted by a group selected from K; 

E, E' and E" are independently selected from -N(R"K -O-, -C(0)0-, -0C(0)- S 

> -C(0>, -N(R*)C<OK .N(R 5 )C(0)NW l K -N(R a )C(O)0-, -OC(0)N(R E K -C<0)N(R ■)-. 

-SfOk-, -SO ;i N(E : >. -N(R*>SCV« wherein Rf and tram independently selected from hydrogen 
or Cs^salkyl optional ty substituted by one or more F and r is 0-2; 
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F and P are imlependentiy selected from halo, tiitro, eyano, hydroxy, U, t .icroin ethyl, 
frifhiommethoxy, ammo, carboxy, carbamoyl, inercapto, sulphamoyl Cwalkyt C^galkenyt, 
C^Jkynyl, C^afkoxy, d.^alkanoyi Ci^alkanoyloxy, AM€^alky!)amino 5 
JVJV-(Cwalkyl)2amino, Ci^kanoylanwiQ, i^{C M dl^l)carbamoyI } 
AW-{C?^alk7]) 2 carbamoyl, Ci^ai1cyIS(0) a wtaem a is 0 to 2, C^alkoxycarbotm, 
iV~(Ci ^lkyl)sulphiimoy! and jV,iV-{Ci^alkyi)^ulpliamoyi; 

m is 0 !: 1, 2, 3 or 4; wherein the values of R 1 may be the same or different; 

Ring B is a ring selected from. 



wherein, 

X 1 and X 2 are selected from ClorN, and 

Y\ Y 2 \ Y 3 and Y 4 are selected from CHorN provided that at least one of Y\ y\ Y< 
and Y 4 is N; 
R 12 is halo; 

n is 0, 1, or 2, wherein the values of R 12 are the same or different. 
[0188] In some embodiments of the compound according to embodiment [0187] (hereinafter 
collectively referred to as embodiment [0188]), 

Ring A is a pyridyl, quinolyi, indolyl, pyrimidinyl, raorpholmyl, piperidinyl, 
pjperazinyl, pyridasriftyl, pyrasinyl, tMasolyl, thienyi, thienopyrMdinyl, thienapyddmyL 
purinyl, i',2' ^SMetrahydropyridmyl, triazinyl, oxazolyi, pyrazolyl, or furanyi; wherein if 
Ring A contains an -NH moiety that nitrogen may be optionally substituted by a group 
selected from G. 

Ring A is pyridm-4-yL pyridiivS-yl pyridin-2-yl, quinolin-8-yi, pytittndin~6~yl» 
pymaidin-5-yt, pyrimidin-4-yl, marpholm-4-yl, pipetidin^yl, pipsridm-3-yi, piperdin-2-yl, 
piperazm-4-yl, pyridazin-5-yl, pyrazm^-yl, ttaszoI-2-yl, thien-2-yl, &ienop s 2d]pyraasdinyl, 
thienoP^blpyrimidiiiyi, thieno[3,2b}p>Tidinyl 5 purta-6-yi, i%2 , 3 ! ! 6'-tetrahydropyridin-4-yi 




10/574,088 
Substitute specification 



167 



Ring A is pyridin-4-yl, pyntBn-3-yl, pyridin-2-yl, qumolin-B-yl pyr knidm 6 -yl, 
pyrknidin-S-yl, pyiiiaidin-4-yi, morpbolin-4-yl, piperidin-4-yL piperidb>3-yk piperdin-2~yl, 
piperazin-4-yI, pyridazii*-5-y], pyrazra-6-yl» thiazcd-2-yl, thten-2-yl, thieno[3,2d]pyrmjidmyl, 
thienop^blpyrimidiiiyl, tMen.o[3 ? 2b)p>ndinyl s purin-6-yi, r^ s 3*,6'-tetrahydropyridin-4-yl 
or triazin.-6-yl; wherein if Ring A contains an -Ml- moiety that, nitrogen may be optionally 
substituted by a group selected from G, 

• Ring A. is pyridh>4-yl pyridra-3-yI, pyrjdia-2-yl, morphdin-4-yl, piperidin-4-yl , 
piperidin-3-yi, piperdin-2-yI, pjperazro-4-yU uriazol~2~yI, thieiv2-yb furafi-3-yl, pynroMdm-l- 
yi, piperidin-i-yL triassaM-yi or l.*^ , ,3 , ,6 , -t^rah-ydfopyridiu»4-yI wherein if Ring A contains 
an ~NH- moiety that nitrogen may be optionally substituted by a group selected from G, 

Ring A ® a pyridyl, pyrimidyi, morphoiinyi jnperidmyt piperazmyl, pyridaztoyl, 
thienyl, pyrazinyl, thiazdyl, 1 ,2,4-triazolyl or furanyl. 

• Ring A is pyridln-4-yl t pyridin-3-yl, py.ridin~2-yl or 1 £,4-triazolyl 

• Ring B is thienyl, tin attolyl, ihiazolyl, pyrtaidyl, pyraaanyl, pyridasiayl or pyridyl. 

• Ring B is thienyl, thiazolyi, pyrimidyi, pyrazinyl, pyridazinyl or pyridyl 

• Ring B m thienyl or pyridyl. 

• Ring B is ttuenyi or pyridyl wherein both the thienyl and the pyridyl are attached to 
Ring A in the 2-posttfcm of the thienyl or pyridyl ring and to the amide group of formula (I) in 
the 5-position of the thienyl or pyridyl ring. 

Rii is halo, ammo, C^aJkyl C^aikoxy, C 5 .. 3 alkanoyloxy, AHC^alkyOamino, 
tf^C^aikyl^awino, C ■ ,,alkanoylaraino, /Y»(C^ 3 aikyDcarbamoyt ; 
N,N-(C i , .Uii k.y l>2ca$-bsmo yi . 

• Rii is hafo, amino, Chalky] or C^sOkoxy. 

r 1 1 is halo, amino, methyl or mettoy. 

• rii |s a substituent on carbon and is selected from halo, nitre* cyan© , hydroxy, oxo, 
triflooromethyl triflnoromethoxy, amino, carboxy, carbamoyl mercapto, sulpbamoyl. 
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CiAd}kyl,r>.,aiL<n\. ilk* o'.i . k x>. C, tdkuaoyU Ci^aikaaoyloxy, 
iVKCi^aikyi)amino 5 MA r "{C^ikyl) 2 ajriiBo, C^alkanoylaniino, AMC w alkyl)e»rbaaJoyl, 
WCCi^IkyO^arbamoyU Ci^alkyIS(0), wherein a is 0 to 2, Cj^aUfOxycarbonyU 
A?-(Ci^alk>l>sulphama>l, ,V \ »c I t Hi , >uh h imo< 1 aryl. an ln\y. arylC^aJkyi. 
heterocyclic group, (heterocyclic group)'C K ,aJ.ky} or a group (D-E-); wherein R\ including 
group (D-E-), may be optionally substituted on carbon, by one or more V; and wherein , if said 
heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted by a 
group selected from J; 

V is halo, nitro, cyano, hydroxy, oxo, uiflaoranethyi, trilluommethoxy. arrnno, 
carboxy, carbamoyl, mereapto, suiphamoyl, C^aikyi C^aikenyl, C^aikynyh Ci^alkoxy, 
Ci^alkanoyl, CuaJkaisoyloxy, iV-(C w al^1)aKstoo, MWi^Xkyl^ino, 

Ci^jalkanoylamino, AT-(Cj^alkyJ)ca*flrooyU «WKCi4aIM)?carbainoyl, C, 4 a&ylS<0), 
wherein a is 0 to 2, C {j6 aikoxycarbOfiyi ! ^(Cj-salkyDsulphamoyl. N, ^Ci^lkyljasulphamoyl 
or a groitp (D'-F-); wherein V, including group {p'-E'-), may be optionally substituted on 
carbon by one or more W; 

W and Z are independently selected from halo, nitto, cyano, hydroxy, oxo, 
trifiuofamethyl, tdfluoromethoxy, amino, carboxy, carbamoyl, mereapto, sulphamoyl, 
Ci.(,alkyl Ct&SkmyhCi ^alkynyl, Cj e alkoxy, Ci^alkanoyt, C^alkanoyfaxy, 
AKCi-6allcyl)ajnlno, AWC^kyl^nriao, Ci^alkanoyiamino, ^(C^alkyljc^bamoyl, 
^^(CMalkyDscarbsmoyi, C { - t5 aIkyiS(0) 9 wherein a is 0 to % C^lkoxyeaAonyl, 
AKC^1kyI)suipharaoyl or ^A^CCi^alky^sSulphamoyl; 

GJandK are independently selected from Chalky!, C ; . s al.henyl, C-. s a!kymt 
C^alkanoyl, C^alkylsutphonyk Ci^alkoxycart»nyl, carbamoyl, iV-(Ci. s alkyl)carbamoyl, 
^.^■(C,..aal.kyI}carbamoyi, benxyloxycarbonyl, benzoyl and phenylsulphonyk aryh 
aryiCi^fkyl or (heterocyclic group)Ct^saikyl; wherein G, J and K may be optionally 
substituted on carbon by one or more Q; and wheiem if said heterocyclic group contains so - 
Nil- moiety that nitrogen may be optionally substituted by a group selected from hydrogen or 
C,. s alkyl; 
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Q i$ halo, nitro, cymo, hydroxy, oxo, trifluoromeihyl, tri&ioi^methoxy, mans, 
earboxy, carbamoyl, roereapto, soipharaoyi, Cnjalkyi. Cj^lkenyl, Qwsalkynyl, Ci-salkoxy, 
C^alkanoyl, Ci .gidkanoyloxy, N~(€ w alkyl)amiao s M^-(C^kyI)2amino, 
C^alkanoyiaiBino, A?KC,^alkyI)C8ibamoyl, iV^V-CC^alkylfecatooyL C^kylSfP), 
wherein a is 0 to 2, Ci^flsoxycarbraiyl, Ct^dkoxycatbonylamino, /WC^alkyl)sulphair,oyl> 
iW-(C{^lkyl)^«lphamoyi, aryl aryloxy, arylC^alkyl, aryK^alkoxy, heterocyclic group, 
(heterocyclic groupJCi-saikyk (heterocyclic groupX^^saikoxy, or a group (IT-IT-); wherein Q, 
including group (D , '-E"-} ; may be optionally substituted on carbon by one or more Z; 

D, D* and D" arc independently selected from Ci^sBcyJ, C^salkeuyi, C^alkynyl* 
C^cycloalkyl, C^eydoafkylC^alkyk aryl, arylCwalkyl, heterocyclic group, (heterocyclic 
group)Ci^alkyl; wherein D, D 5 and D" may be optionally substituted on carbon by one or 
more F; and wherein if said heterocyclic group contains an -NH- moiety that nitrogen maybe 
optionally substituted by a group selected from K: 

E, E ! and E' ' are independently selected from -H(R a K -Q-, -C(0)0- t -OC(G)-, -C<0}-, 
-N(K*)C(0)-, -N(R*)C(0)N(RV, -N(R s )C(0}CK ~(^(0}NCR>, "C(0}N(R a h -S(0) r , 

"S0 2 N(R a )~, -N(R a )S0 2 ~; wherein .R* and R b are independently selected from hydrogen or 
Ci.4alkyl optionally substituted by one or more F and r is 0-2; and 

F and F are independently selected from halo, nitro, cyauo, hydroxy, trifluoromethyi, 
aifluotomethoxy, amino, carboxy, carbamoyl mercapto, sutphamoyi, Cj-caikyl, C^alkenyi, 
Ci.sal&ynyl, C^alfcoxy, C w aIkanoyl, C^alkanoyioxy,. ^-(C 3 , 6 alkyl)aanno t 
,Y \ < C - 1 n> I ) .»mno, C s .< 5 aikanoylamino, AKCi^yl)catbainoyi t 
A*AHC w alkyl)2carbamoyl, C^alky!S(0) a wherein a is 0 to 2, C^alkoxycarhanyk 
V.r; .itkM-s >i omo-uaiidA .V-*f 1 ,a]k\lb>ulphamoyL 

R 1 1 is a substitoent 00 carbon and is selected from cyano, hydroxy, Chalky! or a group 

(D-B-); wherein R 11 including group 0>E->, may be optionally substituted on carbon by one 

or more V; 

V is cyano, hydroxy or a group CD'-E'-); wherein V, including group (D'-F-), may be 
optionally substituted on carbon by one or more W; 

W and Z are independently selected from cyano, Chalky] or C^aikoxy; 



10/574,088 
Substitute specification 



170 



G and K are independently selected from C, .*alky], C 2 . s alkenyl, C 2 -saJKynyt, 
arylCi^alkyl or (heterocyclic group jC^alkyk wherein G and K may be optionally substituted 
on carbon by one or mors Q; 

Q is cyano, hydroxy, oxo, Ci^aB^i, Q^alkenyl C^lkoxy, Cj^kanoyL, 
Ci-ealkaiioyioxy, AKCi-gaUcyl)cffltaimjyl, N^HCi^lkylhcsxbmtoyL C^alkoxyearbonyL 
d^alkoxycarbonykmino, aryl, atyloxy or a group (D M ~E"->; wherein Q, including group 
<D ,! *£"-) 9 may be optionally substituted on carbon by one or more Z; 

D, D' and D" are independently selected from aryi, arylQ^kyl or heterocyclic 
group- wherein D, D' and D" may be optionally substituted on carbon by one or more F; and 
wherein if said heterocyclic group contains an -NH- moiety that nitrogen may be optionally 
substituted by a group selected from K; 

E, E' and E" are independently selected ftom -0~, -€(0)0, ~OC(0)- ( -€£<))-, 
-N(R")C(P)-, -C(G)M(R*K "S(OV» whetoin R" is selected from hydrogen or Chalky] 
optionally substituted by one or more F and r is 0-2; and 

F and F are independently selected torn intro, hydroxy, Chalky!., Ci. 6 alksxy s 
Ct^alkanoyl, iV-(Cj^aikyl)amino, MAKCwjalkylkamino, C^Ikanoylamino or 
Ci^alkoxycarbonyl. 

m is 0, 1 , 2, 3 or 4; wherein the values of R 11 are the same or different, 

m is G, I , or 2; wherein the values nf R 1 1 am the same or different 

m is 0. 

m is 1. 

R 12 is halo. 

R 12 is fluoro. 

R 12 is chloro. 

n is 0, 1, or 2; wherein the values of R 12 are the same or different; 
n is 0; 
n is 1. 
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[0189] Other embodiments of the compound according to embodiment [0187] (hereinafter 
collectively referred to as embodiment [0189]) include the following (wherein each of R 2 in this 
embodiment corresponds to R 12 in embodiment [0187]): 

Sing A k apyridyi, indolyl, pyrimitfyL rocapiiolinyl pipttiditwl, piperazinyl, 
pytidaziayi, thienyU pynudnyi, thiazolyl oxmAyh lO,4rtnwAyh vsovwAyl Isothiazoiyl* 
pyrazolyi, oritiranyk 

Ring B is tbknyl, thiadtolyKtWazoIyi, pyriimdyi, pyrazinyl pyridaziuyi orpyridyf; 
R 11 is halo, amino, Chalky!, C^atey, C^aBamoyloxy, A f -(Ci„ 3 alkyI)axmim 
i¥,^(Ci. 3 alk>%amloo, C^alkanoylamino, ^(Ci. 3 alkyI)carbamoyl 

m is 0, 1, 2, wherein the values of R 11 are the same or different, 
n is 0, 1, 2, wherein the values of R 12 are the same or different; 
R 12 is F or CI. 

[0190] Other embodiments of the compound according to embodiment [0187] (hereinafter 
collectively referred to as embodiment [0190]) include the following (wherein each of R 2 in this 
embodiment corresponds to R 12 in embodiment [0187]): 

Ring A is p)TiriLB4-yi> pytidm~3-y!, pyridm-2~yl or i,2,4~titoiyl; 

Ring B is thienyl or pyridyl; 
R 11 is halo, amino, methyl or methoxy; 
m is 0, 1, 2, wherein the values of R 11 are the same or different, 
n is 0 or 1; 
R 12 is F. 

[0191] Other embodiments of the compound according to embodiment [0187] (hereinafter 
collectively referred to as embodiment [0191]) include the following (wherein each of R 2 in this 
embodiment corresponds to R 12 in embodiment [0187]): 
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Ring A is a pyridyl quinolyl, indolyl, pyrimidinyL morpholmyl. piperidinyl, 
pipemzhiyl, pyridazmyl, pyrazinyL thiazolyl, ihienyl. thienopyrimidinyk uuenopyridhryl, 
puiinyl, i%2\3\-6 , 4einihydropTOdinyl, triazmyL oxazolyh pyrszolyl or funmyl; wherein j! 
Ring A contains m -NH- moiety that nitrogen may be opti.oij.ally substituted by a group 
selected from G; 

RingB is thienyl, SMadiazoJyl, thiazolyl, pyrimidyk pymzlnyl, pyndaxiny! or pyridyl; 
R 11 is a siibstitttent on carbon and is selected from halo, nitro, cyan©, hydroxy, 0X0, 
trifluoromethyi, trifluoromethoxy, amino, caiboxy, carbamoyl, mercapto. siUphamoyi, 
Cualkyl, C^alkenyl, C^alkynyi, d^alkoxy, Ci^atonoyl, Cj^alkanoyloxy, 
^(C^alkyOainino, M^CCt-^kylfeamino, Ci.«aikanoyl8imno, N-Cd^alkyDcarbamoyl 
iV,,¥-(Cv^alkyl)3carbamoy], d-gaIkylS(G) a wherein a is 0 to 2, Cj-^atkoxycarbonyi, 
^-{C,^alkyl>ulpbamoyi, N, ^-(C^alkyDjSulphamoyl, aryl, aryloxy, arytC^alkyl, 
heterocyclic group, (heterocyclic group)Ci, s alkyl or a group (D-E-); wherein R ! , including 
group (D-E-), may be optionally substituted on carbon by one or more V; and wherein, if said 

heterocyclic group contains an -NH- moiety that nitrogen may be optionally substituted by a 
group selected ■from J; 

V is halo, nitre, cyano, hydroxy, oxo. trifhiorcmethyk trifluorometboxy, amino, 
carboxy, carbai >yl oercapto mlphamoyl, Cj^alkyl, Cg^^ikenyl, C 2 dkynyi, Ci-6alkoxy s 
C, ( 3k no 1 C t i! tn« • o " > tl 1 1 our \ \ C, .all dU> m <» 
Ci.^Lkanoyiasmno, iV-(Ci„ 6 alkyl)carbamoyi, W<C M aIkyl)^ad)amoyi 5 d . t; alkytS(0) a 
wherein a is 0 to 2, d^alkoxycaibonyl, JV-(d.^ikyi)8Ul.j«iamoyU AVAKC^salkyOsSuiphamoyl 
or a group (D'-E'-): wherein V, including group (D'-F-), maybe optionally substituted on 
carbon by one or more W; 

W and Z are independently selected from halo, nitro, cyano, hydroxy, oxo, 
trifluororaethyl, trifluoromethoxy, annuo, carboxy, carbamoyl, mercapto, siiiphamoyl, 
d.«alkyl, C^alkenyl, C^alkynyl, d-eattoxy, Cmsatkaaoyl, d-salkanoyloxy, 
AHd- S aikyi)atrmio, N,N-(Q .salkyl^amino, d^alkaiKwlarmno, tf-(Ci^yl)carbamoyI t 
jV,iV-(d^1kyl)2carbarnoyi, d^aikylS(Q)* wherein a is 0 to 2, Ci^alkoxycarbonyU 
AKd^aikyl)mlpbamoyl o^ 
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G, J and K are independently selected from Cj.gaikyl, C^alkenyl, C^alkynyl, 
Cusalkanoyl , Cwalkylsulphonyl < 15 Ikoxycarbonyl, carbamoyl Vi( 8 IkylJcaxbamoyJ 
A^{C^alkvr5carbamoyi, benzyioxyc&nxmyl benzoyl and phenyisuiphonyi, aryl, 
arylC«alkyl or (heterocyclic group)Ci- 6 aikyi; wherein C, J and K may be optionally 
substituted on carbon by one or mors Q; and wherein if said heterocyclic group contains an - 
jSTHb moiety that nitrogen may be optionally substituted by a group selected from hydrogen or 
Q, 6 alkyf; 

Q is halo, nitre, cyaoo, hydroxy, oxo, trifluotomethyl, triiluoromethoxy, amino, 
carboxy, carbamoyl, mereapto, sulphamoyi, Cj^ikyl, CXcaikeay], C^alkynyi, C^lkoxy, 
Ci^alkanoyl, C^alkanoyloxy, AHCi- & aikyi)amino, MrV-<CM,aikyl) 2 amino, 
Ci^kanoylamiflo, iyrKC { ^a£ky1)cad>anaoyl, ^?VKCi^jdkyi)2caibamoyl, Ci<salfcylS<0)» 
wherein a is 0 to 2. Ct^alkoxycarbonyl, C^ikoxyearbonylamino, AKQ^alkyDsulphamayi. 
N t N-(C^alkyl)2SUlphamoyl, aryl, aryloxy, aryICj.. b alkyk aryiCi^akoxy,, heterocyclic group, 
(heterocyclic group}Ci^a)kyl (heterocyclic group)Ci. 6 alkoxy, or a group (D'-E"-); wherein Q, 
including group (D" -E"-}, may be optionally substituted on carbon by one or more Z; 

D, J>' and D" are independently selected from Ci^alkyl, Cs^alkenyl, Cj^alkynyl, 
C^cyeloalky], Cs-scycloalkylCj^alkyl, aryl, arylC { ^kyl, heterocyclic group, (heterocyclic 
group)Ci.*alkyl; wherei n D . D' and D" may be optionally substituted on carbon by one or 

more F; and v.mnetr d said UetWK: c!k gumn noi in an -Mi moi?t\ itu. mtio< L <i i ta\ t o 
optionally substituted by a group selected from K: 
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E S B S &nd.E" are independently selected from -N(R*)-> -CK -C(G)CK -0C(0)-, -C(0)-» 
»N(R a )C(0}- ; -N(R s )C(0)NCR b }-, -N(R s )C(O)0- ? ~OC(0)N(R & )^ -C(0)N(R a K -S(G) r , 
-SQ 2 NCR a K -H(R a )SOr'» wherein R 3 and R*are independently selected from hydrogen or 
C^alkyl optionally substituted by one or mote V and r is 0-2; 

F and F are independently selected from halo, nilro, cyano, hydroxy, tnfluoiomethyU 
triflwmmethoxy, amino, carboxy, carbamoyl, mercapto, sulpharaoyl, Ci .«alkyl, C z ^alkenyl, 
Q^lkyoyl, C^alkoxy, C^lkaaoyU Ci^alkanoyioxy, N-(Ci^aOcyI)amim), 
N t N-iC h ^kyXhmmno, C^alloanoyl amino, iV-(C^aUcyl)carbaTm>yI, 
AgV-CCi^alky!) 2 carbamoyi s C { , & aIkyLS{0) a . wherein a is 0 to 2, Ci^lkoxyearbonyl, 
i^(Ci- e .a{kyii)sulphamoyl and ^^(C)^alk.yl): ? .suIphao.ioy1; 

m is 0, 1, 2, 3, or 4, wherein the values of R 11 are the same or different; 
R 12 is F or CI; 

n is 0, 1, or 2, wherein the values of R 12 are the same or different. 
[0192] Other embodiments of the compound according to embodiment [0187] (hereinafter 
collectively referred to as embodiment [0192]) include the following (wherein each of R 2 in this 
embodiment corresponds to R 12 in embodiment [0187]): 

Ring A is pyridm-4-yl, pyridm-3~yh p>tidm-2-yl, morpholin-4-yI, pipeddin-4-yl, 
piperLdin-3-yi, p.p&&n-%yl, piperazisi-4-yi, thiazQl-2-yl f thien-2-yl, tan-3-yl, pyrrolidin-i- 
y l t pipetidia-I-yl, friazol-I-yl or r,2%3%6 > 4«fahydropyridin*4-yl wherein if Ring A contains 
an -NH- moiety that nitrogen may be optionally substituted by a group selected from G; 
Ring B is ihienyl, thiazoiyl, pyrimidyl, pyrazinyK pyridazinyl or pyridyl; 
R 11 is a substitoent on carbon and is selected from cyauo, hydroxy, C K >dk.yl or a group 
(D-E-); wherein R 11 , including group (D-B*), may be optionally substituted on carbon by one 
or more V; 

W and Z are- independently selected from cyano, Q^lkyl or C^altey; 

G and K are Independently selected ftom C^alkyl, C^aJkenyL C 2 - 8 aIkyriyl, 
arylC^alkyl or (heterocyclic gronp)Ci^aIkyi; wherein G and K may be optionally substituted 
on carbon by one or more Q; 
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Q is cyano, hydroxy, oaco, Cj-salkyl, C^afcayl, C^alkoxy, Ci.s&lkanqyl, 
e^kanoyloxy,JW^al^^^^ 

C^koxycmbmiylmmMQ, sryl aryloxy or a group (D'-E"«); wherein Q, including group 
(D"-E"-) s may be optionally substituted on carbon by one or mote Z; 

IX D' and X>" are independently selected from aryl aryiCi^aJkyl or heterocyclic 
group; wherein D, D 5 and D** may be- optionally substituted on carbon by one or more F ; and 
wherein, if said heterocyclic group contains an -NH- moiety that nitrogen may be optionally 
substituted by a group selected fiwn K; 

E„ E' and B" are independently selected from -O-, -C(0)0- f ~OC(0}-, -C(Oh 
-N(R ft )C(OK -C(0)N(R a )-, -S(0) r ; wherein R a is selected from hydrogen or C^alkyl 
optionally substituted by one or more F and r is 0-2; 

F and F are independently selected from nitro, hydroxy, Ci^lkyl, C^alkoxy, 
Cwsaltamoyi, A r -(C M a!kyi)amino s N,N-{Ci^mh^mo, Ci^alkanoylamino or 
C),6aikoxycarbonyl; 

m is 0, 1, or 2, wherein the values of R 11 are the same or different; 
R 12 is F; 
n is 0 or 1. 

[0193] The following are particular embodiments of the compounds according to embodiment 
[0187] (hereinafter collectively referred to as embodiment [0193]): 




wherein R 11 is selected from: 











0 
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[0194] In the compounds of embodiments [0187] - [0193], R\ R 2 , R 3 , and R 4 are preferably as 
defined in embodiments [0048] and [0049]. In other embodiments of the compounds of 
embodiments [0187] - [0193], R 1 , R 2 , R 3 , and R 4 are all H. Such embodiments are hereinafter 
collectively referred to as embodiment [0194]. 

[0195] In another embodiment (hereinafter embodiment [0195]), the invention comprises the 
compounds of WO 03/024448 in which the terminal moieties -C(0)-NH-Ay\ -C(0)-NH-Ay 2 , -C(0)-NH-Ar a - 
NH 2 , and: 

H L 2 

are replaced with the moiety: 
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wherein ®, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and preferably 
embodiments [0048] and [0049]. 

[0196] In another embodiment (hereinafter embodiment [0196]), the invention comprises 
compounds of the following structural formula (13): 



or a pharmaceutically acceptable salt thereof, wherein 
O is -NH 2 or -OH; 

R 1 is H or as defined in embodiment [0046]; 

R 2 , R 3 , and R 4 are as defined in embodiment [0046]; and 

Ar, A, D, E, and G are as defined in JP 2003137866. 
[0197] In the compounds of embodiment [0196], R\ R 2 , R 3 , and R 4 are preferably as defined in 
embodiments [0048] and [0049]. In other embodiments of the compounds of embodiment [0196], 
R 1 , R 2 , R 3 , and R 4 are all H. Particular embodiments of the compounds of embodiment [0196] are 
those obtained by substituting the terminal moiety: 




(13) 




of the compounds of JP 2003137866 with the moiety: 
R 1 
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wherein ®, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and preferably 
embodiments [0048] and [0049]. Such embodiments are hereinafter collectively referred to as 
embodiment [0197]. 

[0198] In another embodiment, the invention comprises compounds of the following structural 
formula (14) (hereinafter embodiment [0198]): 



or a pharmaceutical^ acceptable salt thereof, wherein 
<D is -NH 2 or -OH; 

R 1 is H or as defined in embodiment [0046]; 

R 2 , R 3 , and R 4 are as defined in embodiment [0046]; 

X, Y, and A are as defined in JP 11-269146 (1999); and 

R 11 is the same as R 1 of JP 1 1-269146 (1999). 
[0199] In the compounds of embodiment [0198], R 1 , R 2 , R 3 , and R 4 are preferably as defined in 
embodiments [0048] and [0049]. In other embodiments of the compounds of embodiment [0198], 
R 1 , R 2 , R 3 , and R 4 are all H. Particular embodiments of the compounds of embodiment [0198] are 
those obtained by substituting the terminal moiety: 



wherein ®, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and preferably 
embodiments [0048] and [0049]. Such embodiments are hereinafter collectively referred to as 
embodiment [0199]. 




(14) 




of compounds 1-50 of Tables 2-4 of JP 11-269146 (1999) with the moiety: 
R 1 
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[0200] In another embodiment, the invention comprises compounds of the following structural 
formula (15) (hereinafter embodiment [0200]): 



or a pharmaceutical^ acceptable salt thereof, wherein 
o is -NH 2 or -OH; 

R 1 is H or as defined in embodiment [0046]; 

R 2 , R 3 , and R 4 are as defined in embodiment [0046]; 

n, X, Q, and A are as defined in JP 11-302173 (1999); and 

R 11 is the same as R 1 of JP 11-302173 (1999). 
[0201] In the compounds of embodiment [0200], R 1 , R 2 , R 3 , and R 4 are preferably as defined in 
embodiments [0048] and [0049]. In other embodiments of the compounds of embodiment [0200], 
R 1 , R 2 , R 3 , and R 4 are all H. Particular embodiments of the compounds of embodiment [0200] are 
those obtained by substituting the terminal moiety: 



wherein ®, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and preferably 
embodiments [0048] and [0049]. Such embodiments are hereinafter collectively referred to as 
embodiment [0201]. 

[0202] In another embodiment, the invention comprises compounds of the following structural 
formula (16) (hereinafter embodiment [0202]): 
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of the compounds 1-67 of JP 11-302173 (1999) with the moiety: 
R 1 




A-X-Q-(CH 2 ) n - 




(16) 



or a pharmaceutical!;/ acceptable salt thereof, wherein 
O is -NH 2 or -OH; 

R 1 is H or as defined in embodiment [0046]; 

R 2 , R 3 , and R 4 are as defined in embodiment [0046]; 

n, Q, X, and A are as defined in JP 2001131130; and 

R 11 is the same as R 1 of JP 2001131130. 
[0203] In the compounds of embodiment [0202], R 1 , R 2 , R 3 , and R 4 are preferably as defined in 
embodiments [0048] and [0049]. In other embodiments of the compounds of embodiment [0202], 
R 1 , R 2 , R 3 , and R 4 are all H. Particular embodiments of the compounds of embodiment [0202] are 
those obtained by substituting the terminal moieties: 



wherein ®, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and preferably 
embodiments [0048] and [0049]. Such embodiments are hereinafter collectively referred to as 
embodiment [0203]. 

[0204] In another embodiment, the invention comprises compounds of the following structural 
formula (17) (hereinafter embodiment [0204]): 




of the compounds of JP 2001 131 130 with the moiety: 
R 1 
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A— X-Q-(CH 2 ) n - 




(17) 



or a pharmaceutical!;/ acceptable salt thereof, wherein 
O is -NH 2 or -OH; 

R 1 is H or as defined in embodiment [0046]; 

R 2 , R 3 , and R 4 are as defined in embodiment [0046]; 

n, X, Q, and A are as defined in JP 10152462, JP 2002332267, and JP 11-302173; and 
R 11 is the same as R 1 of JP 10152462, JP 2002332267, and JP 1 1-302173. 
[0205] In the compounds of embodiment [0204], R 1 , R 2 , R 3 , and R 4 are preferably as defined in 
embodiments [0048] and [0049]. In other embodiments of the compounds of embodiment [0204], 
R 1 , R 2 , R 3 , and R 4 are all H. Particular embodiments of the compounds of embodiment [0204] are 
those obtained by substituting the terminal moiety: 



of the compounds of JP 10152462, JP 2002332267, and JP 11-302173 with the moiety: 



wherein ®, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and preferably 
embodiments [0048] and [0049]. Such embodiments are hereinafter collectively referred to as 
embodiment [0205]. 

[0206] In another embodiment, the invention comprises compounds of the following structural 
formula (18) (hereinafter embodiment [0206]): 
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A— X-Q-(CH 2 ) n - 




(18) 



or a pharmaceutical!;/ acceptable salt thereof, wherein 
O is -NH 2 or -OH; 

R 1 is H or as defined in embodiment [0046]; 

R 2 , R 3 , and R 4 are as defined in embodiment [0046]; 

n, X, Q, and A are as defined in US 6,174,905; and 

R 11 is the same as R 1 of US 6,174,905. 
[0207] In the compounds of embodiment [0206], R 1 , R 2 , R 3 , and R 4 are preferably as defined in 
embodiments [0048] and [0049]. In other embodiments of the compounds of embodiment [0206], 
R 1 , R 2 , R 3 , and R 4 are all H. Particular embodiments of the compounds of embodiment [0206] are 
those obtained by substituting the terminal moiety: 



wherein ®, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and preferably 
[0048] and [0049]. Such embodiments are hereinafter collectively referred to as embodiment 
[0207]. 




of the compounds of Table 1 of US 6,174,905 and the terminal moiety: 




of the compounds of Tables 2-4 of US 6,174,905 with the moiety: 
R 1 
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[0208] In another embodiment acording to embodiment [0046], the invention comprises 
compounds of WOO 1/70675 wherein the terminal moiety -C(0)-NHOH, -C(0)-CH 2 -SC(0)CH 3 , -C(0)-CH 2 - 
SH, -C(0)-CH 2 -SCH 3 , -C(0)-CH 2 -SCH 2 -phenyl, -C(0)-CH 2 -S-phenyl, -C(0)-CH 2 -SC(0)-phenyl and 



wherein o, R 1 , R 2 , R 3 , and R 4 are as defined in accordance with embodiment [0046], and preferably 
[0048] and [0049]. Such embodiments are hereinafter collectively referred to as embodiment 
[0208]. 

[0209] In the second aspect (hereinafter embodiment [0209]), the invention provides a 
composition comprising a compound according to any one of embodiments [0046] - [0088], [0098] 
- [0110], and [0115] - [0207], or as depicted in any of the tables herein together with a 
pharmaceutically acceptable excipient. 

[0210] The third aspect of the invention (hereinafter embodiment [0210]) provides a method of 
inhibiting histone deacetylase, the method comprising contacting the histone deacetylase with a 
compound according to any one of embodiments [0046] - [0088], [0098] - [0110], and [0115] - 
[0207] or as depicted in any of the tables herein, or with a composition according to embodiment 
[0209]. Inhibition of the histone deacetylase can be in a cell or a multicellular organism. If in a 
multicellular organism, the method according to this aspect of the invention comprises administering 
to the organism a compound according any one of embodiments [0046] - [0088], [0098] - [0110], 
and [0115] - [0207] or as depicted in any of the tables herein, or a composition according to 
embodiment [0209]. Preferably the organism is a mammal, more preferably a human. 
[0211] The data presented herein demonstrate the anti-tumor effects of the HDAC inhibitors of 
the invention. Recent publications reporting on HDAC inhibitor human clinical trials suggest that these 
inhibitors can effectively treat human solid tumors or cancer (lung, colon, prostrate, stomach, breast, 
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of the compounds of Tables 2 and 3 are replaced by the moiety 




leukemia), including complete remissions of transformed lymphoma (SAHA, ASCO Abstract No. 
2321, 2003) and peripheral T-cell lymphoma (depsipeptide/ FR901228 ASCO Abstract No. 88, 
2002). Together with the data presented herein demonstrating surprising efficacy at inhibiting HDAC- 
1 and tumor growth inhibition in vivo, these data lead on to reasonably expect that the HDAC-1 
inhibitors of the invention are useful not only for inhibition of HDAC, but as therapeutic agents for the 
treatment of cancer as well. 

[0212] Preferred compounds according to the invention include those in the Table 1, which were 
prepared essentially using the methods described herein and illustrated below in the schemes. All of 
the compounds in this application were named using Chemdraw Ultra version 6.0.2, which is 
available through Cambridgesoft.co, 100 Cambridge Park Drive, Cambridge, MA 02140, Namepro 
version 5.09, which is available from ACD labs, 90 Adelaide Street West, Toronto, Ontario, M5H, 
3V9, Canada, or were derived therefrom. 
Table 1 



Compound 


Name 


Structure 


C 


/V-[2-amino-5-(2-thienyl)phenyl]- 
4-{[(5-chloro-6-fluoro-lH- 
benzimidazol-2- 
yl)amino]methyl}benzamide 




6 


/V-[2-amino-5-(2-thienyl)phenyl]- 
4-{[(3,4- 

dimethoxyphenyl)amino]methyl} 
benzamide 


JL Jl _ _ 


12 


/V-[2-amino-5-(2-thienyl)phenyl]- 
4-{[(3-fluoro-4- 

methoxyphenyl)amino]methyl}b 
enzamide 


F^^N^p^ H NH 2 

o LJ 


23 


/V-[2-amino-5-(2-thienyl)phenyl]- 
1 -(3,4,5- 

trimethoxybenzyl)indoline-6- 
carboxamide 


rr^i h r 2 

MeC> N-^v^\/ N ^\ 
MeO ^? 


29 


/V-[2-amino-5-(2-thienyl)phenyl]- 
5-{[(3,4,5- 

trimethoxyphenyl)amino]methyl 
}-l-benzofuran-2-carboxamide 


OMe 
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Compound 


Name 


Structure 


43 


/V-[2-amino-5-(2-thienyl)phenyl]- 

4-{[(4-pyridin-3-ylpyrimidin-2- 

yl)amino]methyl}benzamide 


o LJ 


50 


/V-[2-amino-5-(2-thienyl)phenyl]- 
4-[({6-[2- 

(dimethylamino)ethoxy]-lH- 

benzimidazol-2- 

yl}thio)methyl]benzamide 


H 2 N 

r, — a HN — (1°^ 

H 3 C A CH 3 


55 


/V-[2-amino-5-(2-thienyl)phenyl]- 
4-{[(6-chloro-5-fluoro-lH- 
benzimidazol-2- 
yl)thio]methyl}benzamide 




67 


trans-/V-[2-amino-5-(2- 
thienyl)phenyl]-3-(4-{[(3,4,5- 
trimethoxyphenyDaminolmethyl 
}phenyl)acrylamide 


H 2 N 

y~\ ^CY~\ h / n ~0 

H 3 CO-^^-NH \=/ 



[0213] We have unexpectedly found that when HDAC inhibitors including within them the 
benzamide moiety: 




are substituted on the aniline ring at the 5-position (para to the -NH 2 group) with a substantially 
planar ring or ring system (aryl or heteroaryl), the compound's HDAC inhibitory activity (as measured 
by the human HDAC-1 inhibition assay described below) increases by a factor of from 3 to 10 or 
more compared to similar compounds in which the aniline ring is unsubstituted or substituted with a 
smaller, non-planar moiety, or if the planar moiety is at other than the 5-position of the aninlinyl ring. 
Additionally, we have found that the planar moiety itself can be substituted. Accordingly, R 1 in the 
compounds of the invention is a mono-, bi-, or tri-cyclic aryl or heteroaryl moiety, which moiety is 
optionally substituted. In some preferred embodiments R 1 is not further substituted. In other 
preferred embodiments, R 1 is substituted with a moiety of from 1-5 atoms, e.g., methyl, 
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hydroxy methyl, halomethyl, halo, hydroxy, amino, etc. In other embodiments, R 1 is substituted with a 
larger moiety, e.g., from 6-25 atoms. 

[0214] This is surprising in view of T. Suzuki et. a/., J. Med. Chem, 1999, 42, 3001-3003, which 
teaches that the substitution pattern on the aniline ring of the benzamide fragment of known HDACs 
(wherein the amino group is ortho to the amide nitrogen) is highly sensitive to substitutions. 
Substituents such as Me and OMe ortho- or meta- relative to the amino group are detrimental to 
HDAC inhibitory activity, causing complete loss of HDAC potency. The same type of substituents in 
the para-position relative to the amino group did not cause significant drop of potency which allowed 
assuming that only small substituents such as Me, MeO, F, CI might be tolerated. 
[0215] Furthermore, we have surprisingly found that the HDAC inhibitory activity of such 
compounds {i.e., compounds comprising the chemical moiety of embodiment [0046] and having a 
substantially planar ring or ring system at the 5-position of the aniline ring) is substantially 
independent of the identity of the chemical moiety bound to the carbonyl of the amide in embodiment 
[0046]. Accordingly, in compounds of formula 1 Y is any chemical moiety (preferably physiologically 
non-reactive) consisting of 1 to 50 atoms. 

[0216] The following are representative examples of the compounds according to the 
embodiments described above. 



Table la 



Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


15aa 


76aa 


o 

H i^Xr 


N-(2-amino-5- 
(3- 

methoxyprop 
-1- 

ynyDphenyl)- 

44(3,4- 

dimethoxyph 

enylamino)m 

ethyDbenzam 

ide 


X H NMR: (DMSO) 5 (ppm): 9.52 (s, 
1H); 7.89 (d, J=8.2, 2H); 7.46 (d, J=8.2, 
2H); 7.25 (d, J=1.9, 1H); 7.04 (dd, 
J=1.9, 8.2, 1H); 6.70 (d, J=8.2, 1H); 
6.64 (d, J=8.6, 1H); 6.31 (d, J=2.5, 1H); 
5.98 (m, 2H); 5.35 (bs, 2H); 4.29 (d, 
J=6.1,2H); 4.26 (s, 2H); 3.65 (s, 3H); 
3.58 (s, 3H); 3.29 (s, 3H).MS: calc: 
445.5; found: 446.4 (M+H) 


13 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


19 


93 


\v // NS \x~OTBDMS 


N-(2-amino-5- 

(2-((tert- 

butyldimethyl 

silyloxy)meth 

yl)thiophen-3- 

yl)phenyl)-4- 

methoxybenz 

amide 


*H NMR: (DMSO) 5 (ppm): 9.54 (s, 
1H), 7.96 (d,J = 8.8 Hz, 2H), 7.43 (d, J 
= 5.1 Hz, 1H), 7.28 (d, J = 1.8 Hz, 1H), 
7.09-7.02 (m, 4H), 6.81 (d, J = 8.2 Hz, 
1H), 5.05 (s, 2H), 4.82 (s, 2H), 3.83 (s, 
3H), 0.87 (s, 9H), 0.06 (s, 6H). MS: 
(calc.) 468.2; (obt.) 491.2 (M+Na) + . 


17 


19aa 


93aa 


o 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)thio 

phene-2- 

carboxamide 


*H NMR: (DMSO) 5 (ppm): 9.76 (s, 
1H), 7.99 (d, J= 2.9 Hz, 1H), 7.82 (d, J= 
4.9 Hz, 1H), 7.40 (s, 1H), 7.34 (d, J= 
5.1 hz, 1H), 7.29 (d, J= 8.2 Hz, 1H), 
7.24 (d,J=3.9 Hz, 1H), 7.20 (t, J= 3.9 
Hz, 1H), 7.03 (t, J=3.5Hz, 1H), 6.79 (d, 
J=8.2Hz, 1H), 5.17 (s, 2H). MS: 
300.04 (calc) 301.1 (obs) 


17 


19b 
b 


93bb 


H 2 N 

o 

F F 


N-(2-amino-5- 
(3,4- 

difluorophen 
yl)phenyl)-4- 
methoxybenz 
amide 


X H NMR: (DMSO) 5 (ppm): 9.59 (s, 
1H), 7.97 (d, J = 8.8, Hz, 2H), 7.59 
(ddd, J = 12.7, 7.8, 2.3, 1H), 7.49 (d, J 
= 2.3 Hz, 1H), 745-7.36 (m, 2H), 6.32 
(dd, J = 8.2, 2.2 Hz, 1H), 7.04 (d, J = 
8.8, Hz, 2H), 6.84 (d, J = 8.2, Hz, 1H), 
5.15 (s, 1H), 3.83 (s, 3H). MS: (calc.) 
354.1; (obt.) 355.2 (MH) + . 


17 


19cc 


93cc 


/=\ HN— ^ ^ 

w 

NMe 2 


N-(2-amino-5- 

(4-N,N- 

dimethylamin 

ophenyDphen 

yl)-4- 

methoxybenz 
amide 


X H NMR: (DMSO) 5 (ppm): 9.61 (s, 
1H), 7.97 (d, J = 9.0, Hz, 2H), 7.38- 
7.36 (m, 3H), 7.21, (dd, J = 8.2, 2.2 Hz, 
1H), 7.04 (d, J = 8.8 Hz, 2H), 6.80 (d, J 
= 8.4 Hz, 1H), 6.75 (d, J = 9.0 Hz, 2H), 
4.89 (sb, 2H), 3.83 (s, 3H), 2.90 (s, 6H). 
MS: (calc.) 361.1; (obt.) 362.3 (MH) + . 


17 


19d 
d 


93dd 


Me0 ^° J 


N-(2-amino-5- 

(3-fluoro4- 

benzyloxyph 

enyDphenyl)- 

4- 

methoxybenz 
amide 


X H NMR: (DMSO) 5 (ppm): 9.59 (s, 

1 1 l\ "7 n"7 1 A 1 O O U-, OU\ "7 A ~1 

1H), /.9/ (d, J = o.o, Hz, 2H), 1 Al- 
7.22 (m, 10H), 7.04 (d, J = 9.0 Hz, 2H), 
6.82 (d, J = 8.4 Hz, 1H), 5.18 (s, 2H), 
5.06 (sb, 2H), 3.83 (s, 3H). MS: (calc.) 
442.2; (obt.) 443.4 (MH) + . 


17 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


19e 
e 


93ee 


H 2 N 

/=\ HN— ^ )> 

Me °^H o M. 

/ ^— OMe 


N-(2-amino-5- 
(3- 

methoxylphe 
nyl)phenyl)-4- 
methoxybenz 
amide 


*H NMR: (DMSO) 5 (ppm): 9.61 (s, 
1H), 7.98 (d, J = 8.8 Hz, 2H), 7.47 (d, J 
= 2.2 Hz, 1H), 7.32-7.26 (m, 2H), 7.12- 
7.10 (m, 1H), 7.05-7.02 (m, 3H), 6.84 
(d, J = 8.2 Hz, 1H), 6.80 (ddd, J = 8.2, 
2.5, 0.8 Hz, 1H), 5.07 (sb, 2H), 3.84 (s, 
3H), 3.79 (s, 3H). MS: (calc.) 348.2; 
(obt.) 349.2 (MH) + . 


17 


19ff 


93ff 




N-(2-amino-5- 

(thiophen-2- 

yUphenyl)- 

2,2- 

difluorobenz 
o[d][l,3]diox 
ole-5- 

carboxamide 


X H NMR: (DMSO) 5 (ppm): 9.67 (s, 
1H), 7.94 (d, J = 1.6 Hz, 1H), 7.83 (dd, 
J = 8.6, 1.8 Hz, 1H), 7.48 (d, J = 8.4 
Hz, 1H), 7.35 (d, J = 2.2 Hz, 1H), 7.26 
(dd, J = 5.0, 1.2 Hz, 1H), 7.22 (dd, J = 
8.2, 2.3 Hz, 1H), 7.15 (dd, J = 3.6, 1.2 
Hz, 1H), 6.96 (dd, J= 5.0, 3.5 Hz, 1H), 
6.71 (d, J = 8.4 Hz, 1H), 5.14 (s, 2H). 
MS: 374.05 (calc), 375.0 (obs). 


17 


19g 

g 


93gg 


0 r^S 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)ben 

zo[c][l,2,5]o 

xadiazole-5- 

carboxamide 


X H NMR: (DMSO) 5 (ppm): 10.03 (s, 
1H), 8.74 (s, 1H), 8.15(d,J=9.4Hz, 
1H), 8.02 (d, J=9.4Hz, 1H), 7.48 (d, J= 
2.0 Hz, 1H), 7.33 (d, J= 5.1 Hz, 1H), 
7.30 (dd, J= 8.4, 2.0 Hz, 1H), 7.23 (d, 
J= 3.5 Hz, 1H), 7.03 (t, J= 4.9 Hz, 1H), 
6.79 (d, J= 8.2 Hz, 1H), 5.32 (s, 2H). 
MS: 336.07 (calc), 337.0 (obs). 


17 


19hh 


93hh 




N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)quin 

oxaline-2- 

carboxamide 


X H NMR: (DMSO) 5 (ppm): 10.25 (s, 
1H), 9.52 (s, 1H), 8.27 to 8.21 (m, 2H), 
8.20 to 7.99 (m, 2H), 7.66 (d, J= 2.2 
Hz, 1H), 7.35 (dd, J= 5.1, 0.98 Hz, 1H), 
7.31 (dd, J= 8.2, 2.2 Hz, 1H), 7.25 (dd, 
J= 3.5,0.98 Hz, 1H), 7.04 (dd, J= 5.1, 
3.5 Hz, 1H), 6.83 (d, J= 8.4 Hz, 1H), 
5.28 (s, 2H). MS: 346.09 (calc), 347.1 
(obs). 


17 


20 


94 


H 2 N 


N-(2-amino-5- 
(2- 

(hydroxymet 
hyDthiophen- 
3-yl)phenyl)- 
4- 

methoxybenz 
amide 


X H NMR: (DMSO) 8 (ppm): 9.57 (s, 
1H), 7.96 (d,J = 8.8 Hz, 2H), 7.40 (d, J 
= 5.1 Hz, 1H), 7.23 (d, J = 1.8 Hz, 1H), 
7.09-7.02 (m, 4H), 6.81 (d, J = 8.0 Hz, 
1H), 5.51 (t, J = 5.4 Hz, 1H), 5.01 (s, 
2H), 4.64 (d, J = 5.3 Hz, 2H), 3.83 (s, 
3H). MS: (calc.) 354.1; (obt.) 354.1 
(M+Na) + . 


17 



10/574,088 
Substitute specification 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


20aa 


94aa 


w 

HO 


N-(2-amino-5- 
(4- 

hydroxymeth 
ylphenyDphe 
nyl)-4- 

methoxybenz 
amide 


*H NMR: (DMSO) 5 (ppm): 9.61 (s, 
1H), 7.98 (d, J = 8.8, Hz, 2H), 7.51- 
7.47 (m, 3H), 7.32-7.28 (m, 3H), 7.04 
(d, J = 8.8 Hz, 2H), 6.84 (d, J = 8.2 Hz, 
1H), 5.15 (t, J = 5.8 Hz, 1H), 5.04 (sb, 
2H), 4.49 (d, J = 5.7 Hz, 2H), 3.84 (s, 
3H). MS: (calc.) 348.1; (obt.) 349.1 
(MH) + . 


17 


20b 
b 


94bb 


H 2 N 

Me0 -O~^ N ~\_ 

0 V-^OH 


N-(2-amino-5- 
(3- 

hydroxymeth 
ylphenyDphe 
nyl)-4- 

methoxybenz 
amide 


*H NMR: (DMSO) 5 (ppm): 9.61 (s, 
1H), 7.98 (d, J = 9.0 Hz, 2H), 7.50-7.49 
(m, 2H), 7.40 (d, J = 8.0 Hz, 1H), 7.34- 
7.29 (m, 2H), 7.17 (d, J = 8.0 Hz, 1H), 
7.04 (d, J = 9.0 Hz, 2H), 6.85 (d, J = 
8.4 Hz, 1H), 5.19 (t, J = 5.8 Hz, 1H), 
5.06 (sb, 2H), 5.52 (d, J = 2.8 Hz, 2H), 
3.84 (s, 3H). MS: (calc.) 348.2; (obt.) 
349.1 (MH) + . 


17 


20cc 


94dd 


^OH 

N=/ HN— 6 ^ 
H 2 N 


N-(2-amino-5- 
(4- 

(hydroxymet 

hyl)phenyl)ph 

enyl)-4- 

methoxybenz 

amide 


X H NMR: (DMSO) 5 (ppm): 9.89 (s, 
1H), 9.14 (d, J = 1.6 Hz, 1H), 8.73 (dd, 
J = 4.9, 1.8 Hz, 1H), 8.33 (dt, J = 8.0, 
1.9 Hz, 1H), 6.54 (dd, J = 7.4, 5.2 Hz, 
1H), 7.51-7.49 (m, 3H), 7.34-7.30 (m, 
3H), 6.84 (d, J = 8.4 Hz, 1H), 5.18 (sb, 
3H), 4.49 (d, J = 5.5 Hz, 2H). MS: 
(calc.) 319.1; (obt.) 320.2 (MH) + . 


17 


20d 
d 


94dd 


H 2 N 

/=\ HN— 


N-(2-amino-5- 
(5- 

(hydroxymet 
hyDthiophen- 
2-yl)phenyl)- 
4- 

methoxybenz 
amide 


X H NMR: (DMSO) 5 (ppm): 9.60 (s, 
1H), 7.97 (d, J = 9.0, Hz, 2H), 7.40 (d, 
J = 2.2 Hz, 1H), 7.23 (dd, J = 8.2, 2.2 
Hz, 1H), 7.06-7.02 (m, 3H), 6.85 (d, J = 
3.5 Hz, 1H), 6.78 (d, J = 8.4 Hz, 1H), 
7.41 (s, 1H), 5.10 (sb, 2H), 4.57 (sb, 
2H), 3.83 (s, 3H). MS: (calc.) 354.1; 
(obt.) 355.1 (MH) + . 


17 


21 


99 


-^-V-o 


N-(2-amino-5- 

(4-((tert- 

butyldimethyl 

silyloxy)meth 

yl)phenyl)phe 

nyl)-4-((3,4- 

dimethoxyph 

enylamino)m 

ethyDbenzam 

ide 


X H NMR: (DMSO) 5 (ppm): 9.66 (s, 
1H), 7.93 (d, J = 8.0 Hz, 2H), 7.52-7.46 
(m, 5H), 7.31-7.29 (m, 3H), 6.84 (d, J = 
7.6 Hz, 1H), 6.64 (d, J = 8.6 Hz, 1H), 
6.32 (s, 1H), 6.00-5.98 (m, 2H), 5.06 (s, 
2H), 4.70 (s, 2H), 4.30 (d, J = 5.9 Hz, 
2H), 3.66 (s, 3H), 3.59 (s, 3H), 0.91 (s, 
9H), 0.10 (s, 6H). MS: (calc.) 597.2 
(obt.) 598.5 (MH) + . 


18 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


21-1 


100 


MeO 


_) 

HO 


N-(2-amino-5- 
(4- 

(hydroxymet 
hyl)phenyl)ph 
enyl)-4-((3,4- 
dimethoxyph 
enylamino)m 
ethyDbenzam 
ide 


*H NMR: (DMSO) 5 (ppm): 9.67 (s, 
1H), 7.93 (d, J = 7.8 Hz, 2H), 7.50-7.46 
(m, 5H), 7.31-7.29 (m, 3H), 6.84 (d, J = 
8.0 Hz, 1H), 6.64 (d, J = 8.4 Hz, 1H), 
6.32 (d, J = 2.0 Hz, 1H), 6.00-5.98 (m, 
2H), 5.15 (t, J = 5.5 Hz, 1H), 5.06 (s, 
2H), 4.49 (d, J = 5.7 Hz, 2H), 4.31 (d, J 
= 5.9 Hz, 2H), 3.66 (s, 3H), 3.59 (s, 
3H). MS: (calc.) 483.2; (obt.) 484.4 
(MH) + . 


18 


22 


104 


H 2 N 

w 


N-(2-amino-5- 
(4- 

methoxycarb 

onylphenyDp 

henyl)-4- 

methoxybenz 

amide 


*H NMR: (DMSO) 5 (ppm): 9.61 (s, 
1H), 7.98 (d, J = 8.8, Hz, 2H), 7.95 (d, 
J = 8.4 Hz, 2H), 7.71, (d, J = 8.4 Hz, 
2H), 7.60 (d, J = 2.2 Hz, 1H), 7.43 (dd, 
J = 8.4, 2.2 Hz, 1H), 7.04 (d, J = 8.8 
Hz, 2H), 6.86 (d, J = 8.4 Hz, 1H), 5.27 
(sb, 2H), 3.85 (s, 3H), 3.84 (s, 3H). MS: 
(calc.) 376.1; (obt.) 377.1 (MH) + . 


19 










N-(2-amino-5- 
(4- 

carboxyphen 
yl)phenyl)-4- 
methoxybenz 
amide 


*H NMR: (DMSO) 5 (ppm): 9.61 (s, 
1H), 7.98 (d, J = 8.6, Hz, 2H), 7.93 (d, 
J = 8.2 Hz, 2H), 7.66 (d, J = 8.2 Hz, 
2H), 7.58 (d, J = 2.0 Hz, 1H), 7.40 (dd, 
J = 8.2, 2.0 Hz, 1H), 7.04 (d, J = 8.8 
Hz, 2H), 6.86 (d, J = 8.4 Hz, 1H), 5.23 
(sb, 2H), 3.84 (s, 3H). MS: (calc.) 
362.1; (obt.) 363.1 (MH) + . 




23 


105 




v OH 


19 






MeCT 5 ^ 


0 




24 


107 


H 2 N 

MeO 


=0 


methyl 4- 

amino-3-(4- 

methoxybenz 

amido)benzo 

ate 


X H NMR: (DMSO) 5 (ppm): 9.51 (s, 
1H), 7.96 (d,J = 8.8 Hz, 2H), 7.75 (d, J 
= 2.0 Hz, 1H), 7.56 (dd, J = 8.4, 2.0 
Hz, 1H), 7.03 (d,J = 9.0 Hz, 2H), 6.75 
(d, J = 8.4 Hz, 1H), 5.80 (s, 2H), 3.83 
(s, 3H), 3.75 (s, 3H). MS: (calc.) 300.1; 
(obt.) 301.1 (MH) + . 


20 


24aa 


107a 
a 


/=\ hn_ c y 


=0 


lN-u-amino-o- 
benzoylphen 
yl)-4- 

methoxybenz 
amide 


X H NMR: (DMSO) 5 (ppm): 9.55 (s, 
1H), 7.95 (d, J = 8.8 Hz, 2H), 7.63-7.47 
(m, 7H), 7.02 (d, J = 8.8 Hz, 2H), 6.80 
(d,J = 8.4 Hz, 1H), 5.98 (s, 2H), 3.83 
(s, 3H). MS: (calc.) 346.1; (obt.) 347.1 
(MH) + . 


20 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


25 


108 


0 


4-amino-3-(4- 
methoxybenz 
amido)benzoi 
c acid 


*H NMR: (DMSO) 5 (ppm): 9.52 (s, 
1H), 7.96 (d, J = 8.8 Hz, 2H), 7.71 (d, J 
= 2.0 Hz, 1H), 7.54 (dd, J = 8.4, 2.0 
Hz, 1H), 7.02 (d, J = 9.0 Hz, 2H), 6.74 
(d, J = 8.4 Hz, 1H), 5.69 (s, 2H), 3.83 
(s, 3H). MS: (calc.) 361.1; (obt.) 362.3 
(MH) + . 


20 


26 


109 


H 2 N 

C 


^-NH 2 


N-(2-amino-5- 

carbamoylph 

enyD-4- 

methoxybenz 

amide 


J H NMR: (DMSO) 5 (ppm): 9.57 (s, 
1H), 7.96 (d, J = 8.8 Hz, 2H), 7.67 (d, J 
= 2.2 Hz, 1H), 7.59 (sb, 1H), 7.52 (dd, J 
= 8.2, 2.0 Hz, 1H), 7.02 (d, J = 8.8 Hz, 
2H), 6.90 (sb, 1H), 6.72 (d, J = 8.4 Hz, 
1H), 5.41 (s, 2H), 3.83 (s, 3H). MS: 
(calc.) 285.1; (obt.) 286.1 (MH) + . 


20 


27 


112 


H 2 N 

0 


r— NHPh 


N-(2-amino-5- 
phenylcarba 
moylphenyl)- 
4- 

methoxybenz 
amide 


*H NMR: (DMSO) 5 (ppm): 9.83 (s, 
1H), 9.62 (s, 1H), 7.99 (d, J = 8.8 Hz, 
2H), 7.82 (d, J = 2.0 Hz, 1H), 7.73 (dd, 
J = 8.8, 1.2 Hz, 2H), 7.67 (dd, J = 8.4, 
2.2 Hz, 1H), 7.31-7.27 (m, 2H), 7.05- 
7.01 (m, 3H), 6.80 (d, J = 8.4 Hz, 1H), 
3.84 (s, 3H). MS: (calc.) 361.1; (obt.) 
362.1 (MH) + . 


20 


27aa 


112a 
a 




O-Ph 

0 

H 


N-(2-amino-5- 

(phenoxyphe 

nyDcarbamoy 

lphenyD-4- 

methoxybenz 

amide 


*H NMR: (DMSO) 5 (ppm): 9.87 (s, 
1H), 9.62 (s, 1H), 7.99 (d, J = 8.8 Hz, 
2H), 7.82 (d, J = 2.2 Hz, 1H), 7.75 (dt, J 
= 9.0, 2.7 Hz, 2H), 7.67 (dd, J = 8.4, 
2.2 Hz, 1H), 7.38-7.32 (m, 2H), 7.10- 
6.94 (m, 7H), 6.80 (d, J = 8.4 Hz, 1H), 
5.56 (sb, 2H), 3.84 (s, 3H). MS: (calc.) 
453.2; (obt.) 454.2 (MH) + . 


20 


28 


114 


Br 


N-(2-amino-5- 
bromophenyl 
)-4- 

methoxybenz 
amide 


X H NMR: (DMSO) 5 (ppm): 9.52 (s, 
1H), 7.93 (d, J=9.0 Hz, 2H), 7.34 (d, 
J=2.3 Hz, 1H), 7.08 (dd, J=8.6, 2.3 Hz, 
1H), 7.02 (d, J=9.0 Hz, 2H), 6.71 (d, 
J=8.6 Hz, 1H), 5.10 (s, 2H), 3.82 (s, 
3H). MS: 321.17(calc) 321.0/323.0 
(found). 


21 
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Substitute specification 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


29 


115 


F 


N-(2-amino-5- 

(3-chloro-4- 

fluorophenyl) 

phenyl)-4- 

methoxybenz 

amide 


*H NMR: (DMSO) 5 (ppm): 9.59 (s, 
1H), 7.97 (d, J = 8.8 Hz, 2H), 7.71 (dd, 
J = 7.2, 2.3 Hz, 1H), 7.56-7.52 (m, 1H), 
7.51 (d, J = 2.2 Hz, 1H), 7.40 (t, J= 9.0 
1H), 7.33 (dd,J = 8.2, 2.3, 1H), 7.04 
(d, J = 9.0 Hz, 2H), 6.84 (d, J = 8.4 Hz, 
1H), 5.16 (sb, 2H), 3.84 (s, 3H). MS: 
(calc.) 370.1; (obt.) 371.1 (MH) + . 


21 


29aa 


115a 
a 


H 2 N 

o 

F 


N-(2-amino-5- 
(4- 

fluorophenyl) 
phenyl)-4- 
methoxybenz 
amide 


*H NMR: (DMSO) 5 (ppm): 400 MHz, 
(DMSO) d (ppm): 9.59 (s, 1H), 7.97 (d, J 
= 8.4 Hz, 2H), 7.58-7.54 (m, 2H), 7.46 
(bs, 1H), 7.27 (d, J = 8.0 Hz, 1H), 7.19 
(t, J = 8.8 Hz, 2H), 7.04 (d, J = 8.8 Hz, 
2H), 6.84 (d, J = 8.4 Hz, 1H), 5.07 (sb, 
2H),3.83 (s, 3H). MS: (calc.) 336.1; 
(obt.) 337.2 (MH) + . 


21 


29b 
b 


115b 
b 


H 2 N 

o 

0CF 3 


N-(2-amino-5- 
(4- 

(trifluoromet 

hoxy)phenyl) 

phenyl)-4- 

methoxybenz 

amide 


*H NMR: (DMSO) 5 (ppm): 9.60 (s, 
1H), 7.97 (d,J = 8.6 Hz, 2H), 7.65 (d, J 
= 8.8 Hz, 2H), 7.50 (s, 1H), 7.36-7.31 
(m, 3H), 7.04 (d, J = 8.6 Hz, 2H), 6.85 
(d,J = 8.4 Hz, 1H), 5.15 (sb, 2H), 3.83 
(s, 3H). MS: (calc.) 402.1; (obt.) 403.4 
(MH) + . 


21 


29cc 


115c 
c 


H 2 N 

MeO-Q-T~M_^ 

CF 3 


N-(2-amino-5- 
(4- 

(trifluoromet 

hyl)phenyl)ph 

enyl)-4- 

methoxybenz 

amide 


X H NMR: (DMSO) 5 (ppm): 9.61 (s, 
1H), 7.98 (d,J = 8.6 Hz, 2H), 7.77 (d, J 
= 8.2 Hz, 2H), 7.71 (d, J = 8.2 Hz, 2H), 
7.58 (s, 1H), 7.40 (d, J = 8.6 Hz, 1H), 
7.04 (d, J = 8.8 Hz, 2H), 6.87 (d, J = 
8.4 Hz, 1H), 5.25 (sb, 2H), 3.84 (s, 
3H). MS: (calc.) 386.1; (obt.) 387.4 
(MH) + . 


21 


30 


116 




N-(2-amino-5- 
(4,4,5,5- 
tetramethyl- 
1,3,2- 

dioxaborolan- 

2-yl)phenyl)- 

4- 

methoxybenz 
amide 


X H NMR: (DMSO) 5 (ppm): 9.47 (s, 
1H), 7.95 (d, J=8.8 Hz, 2H), 7.41 (d, 
J=1.4 Hz, 1H), 7.24 (dd, J=7.8, 1.4 Hz, 
1H), 7.01 (d, J=8.8 Hz, 2H), 6.70 (d, 
J=7.8 Hz, 1H), 5.31 (s, 2H), 3.82 (s, 
3H), 1.25 (s, 12H). MS: 368.24(calc) 
369.1(found) 


21 



10/574,088 
Substitute specification 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


31 


117 




l\f-(4-amino- 
4'- 

acetylbiphen- 
3-yl)-4- 

methoxybenz 
amide 


*H NMR: (DMSO) 5 (ppm): 9.61 (s, 
1H), 7.96 (dd, J=12.8, 8.8 Hz, 4H), 
7.70 (d, J=8.8 Hz, 2H), 7.60 (d, J=2.1 
Hz, 1H), 7.42 (dd, J=8.4, 2.3 Hz, 1H), 
7.04 (d, J=8.8 Hz, 2H), 6.86 (d, J=8.2 
Hz, 1H), 5.26 (s, 2H), 3.84 (s, 3H), 2.58 
(s, 3H). MS: 360.41 (calc) 361.1 (MH+) 
(found) 


21 


31aa 


117a 
a 




N-(4- 

aminobiphen 

yl)-3- 

methoxybenz 
amide 


*H NMR: (DMSO) 5 (ppm): 9.64 (s, 
1H), 8.01 (d, J=8.8 Hz, 2H), 7.57 (dd, 
J=8.4, 1.2 Hz, 2H), 7.51 (d, J=2.0 Hz, 
1H), 7.40 (t, J=7.8 Hz, 2H), 7.34 (dd, 
J=8.2, 2.0 Hz, 1H), 7.25 (t, J=7.2 Hz, 
1H), 7.07 (d, J=8.8 Hz, 2H), 6.88 (d, 
J=8.2 Hz, 1H), 5.10 (s, 2H), 3.87 (s, 
3H). MS:318.37(calc)319.1(found) 


21 


31b 
b 


117b 
b 




/V-(4-amino- 
4'- 

cyanobiphen- 
3-yl)-4- 

methoxybenz 
amide 


J H NMR: (DMSO) 5 (ppm): 9.59 (s, 
1H), 7.98 (d,J=9.0 Hz, 2H), 7.81-7.73 
(m, 4H), 7.61 (d,J=2.2Hz, 1H), 7.43 
(dd,J=8.4, 2.3 Hz, 1H), 7.04 (d, J=8.8 
Hz, 2H), 6.86 (d, J=8.4 Hz, 1H), 5.32 (s, 
2H), 3.84 (s, 3H). MS: 343.38 (calc) 
344.1 (MH+) (found) 


21 


31cc 


117c 
c 




N-(2-amino-5- 
(5- 

acetylthiophe 
n-2-yl)phenyl)- 
4- 

methoxybenz 
amide 


X H NMR: (DMSO) 5 (ppm): 9.59 (s, 
1H), 7.97 (d, J=8.8 Hz, 2H), 7.84 (d, 
J=4.1 Hz, 1H), 7.57 (d, J=2.2 Hz, 1H), 
7.39 (dd, J=8.3, 2.3 Hz, 1H), 7.37 (d, 
J=3.9 Hz, 1H), 7.04 (d, J=8.8 Hz, 2H), 
6.81 (d, J=8.4 Hz, 1H), 5.42 (s, 2H), 
3.84 (s, 3H), 2.50 (s, 3H). MS: 366.43 
(calc) 367.1 (MH+) (found) 


21 


31d 
d 


1 1 7d 
d 


HCT 


N-(4-amino- 
4'-(2- 

hydroxyethyl) 

biphen-3-yl)- 

4- 

methoxybenz 
amide 


X H NMR: (DMSO) 5 (ppm): 9.60 (s, 
1H), 7.97 (d, J=8.8 Hz, 2H), 7.44 (d, 
J=8.4 Hz, 3H), 7.27 (d, J=8.4 Hz, 1H), 
7.21 (d, J=8.4 Hz, 2H), 7.03 (d, J=9.0 
Hz, 2H), 6.83 (d, J=8.4 Hz, 1H), 5.01 (d, 
J=10.4 Hz, 2H), 4.64 (t, J=5.3 Hz, 1H), 
3.84 (s, 3H), 3.63-3.58 (m, 2H), 2.72 (t, 
J=7.0 Hz, 2H). MS: 362.43 (calc) 
363.1 (MH+) (found) 


21 



10/574,088 
Substitute specification 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


31e 
e 


117e 
e 




/\/-(2-amino-5- 

(pyridin-3- 

yl)phenyl)-4- 

methoxybenz 

amide 


*H NMR: (DMSO) 5 (ppm): 9.62 (s, 
1H), 8.77 (s, 1H), 8.42 (d, J=4.7 Hz, 
1H), 7.98 (d,J=7.0 Hz, 2H), 7.93 (d, 
J=7.9 Hz, 1H), 7.53 (s, 1H), 7.40-7.36 
(m, 2H), 7.04 (d, J=8.8 Hz, 2H), 6.87 (d, 
J=8.2 Hz, 2H), 5.16 (d, J=9.7 Hz, 2H), 
3.84 (s,3H). MS: 319.36 (calc) 320.1 
(MH+) (found) 


21 


31ff 


117ff 




N-(4-amino- 
4'- 

methylsulfon 
ylbiphen-3-yl)- 
4- 

methoxybenz 
amide 


*H NMR: (DMSO) 5 (ppm): (DMSO d6) 
d(ppm):9.61 (s, 1H), 7.98 (d, J=9.0 Hz, 
2H), 7.89 (d, J=8.6 Hz, 2H), 7.81 (d, 
J=8.8 Hz, 2H), 7.62-7.61 (m, 1H), 7.43 
(dd,J=8.4, 2.3 Hz, 1H), 7.04 (d, J=8.8 
Hz, 2H), 6.88 (d, J=8.4 Hz, 1H), 5.30 (s, 
2H), 3.84 (s,3H), 3.22 (s,3H). MS: 
396.46 (calc) 397.2 (MH+) (found) 


21 


31g 
g 


117g 

g 




4-(-4'-amino- 

N-3'-(4- 

methoxybenz 

amido) 

biphenyl 

acetic acid 


*H NMR: (DMSO) 5 (ppm): 9.61 (s, 
1H), 7.98 (d,J=9.0 Hz, 2H), 7.48 (d, 
J=6.5 Hz, 3H), 7.29 (dd, J=8.4, 2.2 Hz, 
1H), 7.25 (d,J=8.2Hz, 2H), 7.04 (d, 
J=8.8 Hz, 2H), 6.84 (d, J=8.4 Hz, 1H), 
5.05 (s, 2H), 3.84 (s, 3H), 3.56 (s, 3H). 
MS: 376.41 (calc) 377.2 (MH+) (found) 


21 


31hh 


117h 
h 




N-(4-amino- 
A'-N- 

acetamidobi 
phen-3-yl)-4- 
methoxybenz 
amide 


X H NMR: (DMSO) 5 (ppm): 9.92 (s, 
1H), 9.60 (s, 1H), 7.97 (d, J=8.8 Hz, 
2H), 7.57 (d, J=8.8 Hz, 2H), 7.48-7.44 
(m, 3H), 7.27 (d, J=8.4 Hz, 1H), 7.04 (d, 
J=8.8 Hz, 2H), 6.83 (d, J=8.2 Hz, 1H), 
5.00 (d,J=10.2Hz, 2H), 3.84 (s, 3H), 
2.04 (s, 3H). MS: 375.43 (calc) 376.3 
(MH+) (found) 


21 


31 ii 


117ii 




N-(2-amino-5- 

(pyridin-4- 

yl)phenyl)-4- 

methoxybenz 

amide 


X H NMR: (DMSO) 5 (ppm): 9.61 (s, 
1H), 8.49 (d,J=5.9 Hz, 2H), 7.98 (d, 
J=8.8 Hz, 2H), 7.65 (d, J=2.2 Hz, 1H), 
7.57 (dd, J=4.5, 1.6 Hz, 2H), 7.49 (dd, 
J=8.4, 2.2 Hz, 1H), 7.04 (d, J=9.0 Hz, 
2H), 6.87 (d,J=8.4 Hz, 1H), 5.34 (d, 
J=8.6Hz, 2H), 3.84 (s, 3H). MS: 
319.36 (calc) 320.2 (MH+) (found) 


21 



10/574,088 
Substitute specification 



196 



Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


31jj 


117ii 




l\f-(4-amino- 
4'- 

hydroxybiphe 
n-3-yl)-4- 
methoxybenz 
amide 


*H NMR: (DMSO) 5 (ppm): 9.59 (s, 
1H), 9.32 (s, 1H), 7.97 (d, J=9.0 Hz, 
2H), 7.37 (d, J=2.2 Hz, 1H), 7.33 (d, 
J=8.8 Hz, 2H), 7.19 (dd, J=8.2, 2.2 Hz, 
1H), 7.03 (d,J=9.0 Hz, 2H), 6.80 (d, 
J=8.4 Hz, 1H), 6.76 (d, J=8.6 Hz, 2H), 
4.92 (s, 2H), 3.83 (s, 3H). MS: 334.37 
(calc) 335.1 (MH+) (found) 


21 


31kk 


117jj 


0 OMe 


N-(4-amino- 
4'- 

methoxybiph 
en-3-yl)-4- 
methoxybenz 
amide 


*H NMR: (DMSO) 5 (ppm): 9.60 (s, 
1H), 7.97 (d, J=8.8 Hz, 2H), 7.46 (d, 
J=8.8 Hz, 2H), 7.41 (d, J=2.3 Hz, 1H), 
7.23 (dd, J=8.2, 2.1 Hz, 1H), 7.03 (d, 
J=9.1 Hz, 2H), 6.94 (d, J=8.8 Hz, 2H), 

6.82 (d,J=8.5Hz, 1H), 4.97 (s, 2H), 

3.83 (s, 3H), 3.76 (s, 3H). MS: 348.40 
(calc) 349.2 (MH+) (found) 


21 


3111 


11711 




N-(2-amino-5- 
(2- 

methylbenzo[ 

d]thiazol-5- 

yl)phenyl)-4- 

methoxybenz 

amide 


J H NMR: (DMSO) 5 (ppm): 9.63 (s, 
1H), 8.02-7.97 (m, 4H), 7.60-7.57 (m, 
2H), 7.40 (dd, J=8.2, 2.1 Hz, 1H), 7.04 
(d, J=8.8 Hz, 2H), 6.87 (d, J=8.5 Hz, 
1H), 5.11 (s, 2H), 3.84 (s, 3H), 2.80 (s, 
3H). MS: 389.47 (calc) 390.2 (MH+) 
(found) 


21 


31m 
m 


117m 
m 




N-(4-amino- 
3'-(2- 

hydroxyethyl) 

biphen-3-yl)- 

4- 

methoxybenz 
amide 


X H NMR: (DMSO) 5 (ppm): 9.61 (s, 
1H), 7.98 (d, J=8.8 Hz, 2H), 7.47 (d, 
J=2.0 Hz, 1H), 7.38-7.34 (m, 2H), 7.30- 
7.25 (m, 2H), 7.07 (d, J=7.4 Hz, 2H), 
7.04 (d, J=9.0 Hz, 1H), 6.84 (d, J=8.2 
Hz, 1H), 5.04 (s, 2H), 4.64 (t, J=5.3 Hz, 
1H), 3.84 (s, 3H),3.63 (quad, J=7.0 Hz, 
2H), 2.76 (t, J=7.0 Hz, 2H). MS: 
362.43 (calc) 363.3 (MH+) (found) 


21 


31nn 


117n 
n 




N-(2-amino-5- 

(pyrimidin-5- 

yl)phenyl)-4- 

methoxybenz 

amide 


X H NMR (DMSO) 5 (ppm): 9.64 (s, 
1H), 9.02 (s, 1H), 9.00 (s, 2H), 7.98 (d, 
J=8.6 Hz, 2H), 7.61 (d, J=1.6 Hz, 1H), 
7.46 (dd, J=8.4, 1.8 Hz, 1H), 7.04 (d, 
J=8.6 Hz, 2H), 6.90 (d, J=8.2 Hz, 1H), 
5.30 (s, 2H), 3.84 (s, 3H). MS: 320.35 
(calc) 321.2 (MH+) (found) 


21 



10/574,088 
Substitute specification 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


31o 

0 


117o 

0 




N-[2-Amino-5- 

(5-sulfamoyl- 

thiophen-2- 

yl)-phenyl]-4- 

methoxy- 

benzamide 


*H NMR (DMSO) 5 (ppm): 9.58 (s, 
1H), 7.97 (d, J=8.4 Hz, 2H), 7.61 (s, 
2H), 7.51 (d, J=1.2Hz, 1H), 7.43 (dd, 
J=3.9, 1.0 Hz, 1H), 7.32 (dd, J=8.4, 1.4 
Hz, 1H), 7.23 (d, J=3.9 Hz, 1H), 7.04 (d, 
J=8.2 Hz, 2H), 6.81 (d, J=8.2Hz, 1H), 
5.35 (s, 2H), 3.84 (s, 3H). MS: 403.47 
(calc) 404.2 (MH+) (found) 


21 


31p 
P 


117p 
P 




N-(2-amino-5- 
(2,4- 

dimethoxypy 

rimidin-5- 

yl)phenyl)-4- 

methoxybenz 

amide 


*H NMR (DMSO) 5 (ppm): 9.60 (s, 
1H), 8.24 (s, 1H), 7.96 (d, J=8.2 Hz, 
2H), 7.31 (s, 1H), 7.13 (d, J=9.4 Hz, 
1H), 7.03 (d,J=8.2Hz, 2H), 6.81 (d, 
J=7.9 Hz, 1H), 5.06 (s, 2H), 3.92 (s, 
3H), 3.91 (s, 3H), 3.83 (s, 3H). MS: 
380.40 (calc) 381.4 (MH+) (found) 


21 


31q 
q 


117q 
q 


/On ~0v/ v^\JC^ s ° 2NH2 


/V-(4-amino- 
4'- 

sulfamoylbip 
hen-3-yl)-4- 
methoxybenz 
amide 


*H NMR (DMSO) 5 (ppm): 9.64 (s, 
1H), 8.01 (d,J=9.0 Hz, 2H), 7.82 (d, 
J=8.6 Hz, 2H), 7.76 (d, J=8.8 Hz, 2H), 
7.60 (d, J=2.2 Hz, 1H), 7.43 (dd, J=8.6, 
6.3 Hz, 1H), 7.33 (s, 2H), 7.07 (d, J=9.0 
Hz, 2H), 6.89 (d, J=8.2 Hz, 1H), 5.27 (s, 
2H), 3.86 (s, 3H). MS: 397.45 (calc) 
398.4 (found) 


21 


31rr 


117rr 


S0 2 NH 2 


N-(2-amino-5- 
(5-(2-methyl- 
2-sulfamoyl- 
propyDthioph 
en-2- 

yl)phenyl)-4- 

methoxybenz 

amide 


X H NMR (DMSO) 5 (ppm): 9.58 (s, 1H), 
7.97 (d, J=8.8 Hz, 2H), 7.66 (s, 1H), 
7.49 (d,J=2.3 Hz, 1H), 7.44 (d, J=3.9 
Hz, 1H), 7.32 (dd, J=8.2, 2.2 Hz, 1H), 
7.22 (d, J=3.9 Hz, 1H), 7.03 (d, J=9.0 
Hz, 2H), 6.80 (d, J=8.2 Hz, 1H), 5.36 (s, 
2H),3.83 (s, 3H), 1.99 (s, 2H), 1.17 (s, 
6H). MS: 459.59 (calc) 460.4 (found) 


21 


31ss 


117s 

s 


SO z NH 2 


N-(4-amino- 
3'- 

sulfamoylbip 
hen-3-yl)-4- 
methoxybenz 
amide 


X H NMR (DMSO) 5 (ppm): 9.62 (s, 1H), 
7.99 (s, 1H), 7.98 (d, J=8.8 Hz, 2H), 
7.77 (d,J=8.6 Hz, 1H), 7.64 (d, J=7.8 
Hz, 1H), 7.55 (t, J=7.8 Hz, 1H), 7.54 (d, 
J=2.5 Hz, 1H), 7.36 (dd, J=8.2, 2.0 Hz, 
1H), 7.35 (s, 2H), 7.03 (d, J=8.8 Hz, 
2H), 6.87 (d,J=8.4 Hz, 1H), 5.20 (s, 
2H), 3.83 (s, 3H). MS: 397.45 (calc) 
398.3 (found) 


21 



10/574,088 
Substitute specification 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


31tt 


117tt 




N-(2-amino-5- 

(5-(isoxazol- 

3-yl)thiophen- 

2-yl)phenyl)- 

4- 

methoxybenz 
amide 


X H NMR (Acetone-d6) d(ppm): 7.89 
(d, J=8.8Hz, 2H), 7.77 (d, J=4.1 Hz, 
1H), 7.61 (d, J=2.2 Hz, 1H), 7.31 (dd, 
J=8.4, 2.3 Hz, 1H), 7.26 (d, J=4.1 Hz, 
1H), 6.91 (d,J=9.0 Hz, 2H), 6.80 (d, 
J=8.4 Hz, 1H), 3.75 (s, 3H). MS: 
391.45 (calc) 392.3 (found) 


21 


31uu 


1 1 7u 
u 




N-(2-amino-5- 
(6- 

fluoropyridin- 
3-yl)phenyl)- 
4- 

methoxybenz 
amide 


X H NMR (Acetone-d6) d(ppm): 9.08 
(bs, 1H), 8.40 (d,J=2.2Hz, 1H), 8.12 
(ddd, J=8.4, 7.8, 2.7 Hz, 1H), 8.04 (d, 
J=8.6 Hz, 2H), 7.64 (t, J=2.3 Hz, 1H), 
7.36 (ss, J=8.2, 2.2 Hz, 1H), 7.10 (ddd, 
J=8.6, 2.5, 0.6 Hz, 1H), 7.06 (d, J=9.0 
Hz, 2H), 7.00 (d, J=8.2Hz, 1H), 4.89 
(bs, 2H), 3.90 (s, 3H). MS: 337.35 (calc) 
338.1 (found) 


21 


31vv 


117v 

V 




N-[2-Amino-5- 
(5- 

carbamido- 

thiophen-2- 

yl)-phenyl]-4- 

methoxy- 

benzamide 


X H NMR (Acetone-d6) d(ppm):8.04 (d, 

J=9.0 Hz, 2H), 7.68 (t, J=2.2Hz, 1H), 
7.63 (d, J=3.9 Hz, 1H), 7.05 (d, J=9.0 
Hz, 2H), 6.92 (d, J=8.4 Hz, 1H), 3.90 (s, 
3H). MS: 367.43 (calc) 368.1 (found) 


21 


31w 
w 


117w 

w 




N-(2-amino-5- 
(5-(l- 

hydroxyethyl) 

thiophen-2- 

yl)phenyl)-4- 

methoxybenz 

amide 


X H NMR: (DMSO) 5 (ppm): 9.58 (s, 
1H), 7.97 (d, J=8.8 Hz, 2H), 7.40 (d, 
J=2.2 Hz, 1H), 7.22 (dd, J=8.2, 2.2 Hz, 
1H), 7.05-7.02 (m, 3H), 6.81 (dd, J=3.5, 
0.8 Hz, 1H), 6.77 (d, J=8.2 Hz, 1H), 
5.48 (d,J=4.7Hz, 1H), 5.09 (s, 2H), 
4.88 (quint, J=5.3 Hz, 1H), 3.83 (s, 3H), 
1.42(d,J=6.3Hz, 3H). MS: 368.45 
(calc) 369.1 (MH+) (found) 


21 


31xx 


117x 

X 


S0 2 N(Me) 2 


/V-[2-Amino-5- 

(5-(N,N- 

dimethyDsulf 

amoyl- 

thiophen-2- 

yl)-phenyl]-4- 

methoxy- 

benzamide 


X H NMR (DMSO) 5 (ppm): 9.56 (s, 
1H), 7.97 (d, J=8.8 Hz, 2H), 7.54 (d, 
J=2.2 Hz, 1H), 7.52 (d, J=3.9 Hz, 1H), 
7.38 (d, J=3.9 Hz, 1H), 7.37 (dd, J=8.4, 
2.2 Hz, 1H), 7.03 (d, J=9.0 Hz, 2H), 
6.81 (d, J=8.4 Hz, 1H), 5.41 (s, 2H), 
3.83 (s, 3H), 2.67 (s, 6H). MS: 431.53 
(calc) 432.2 (found) 


21 



10/574,088 
Substitute specification 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


32 


122 




N-(2-amino-5- 

(thiophen-2- 

ylthio)phenyl) 

-4-((3,4- 

dimethoxyph 

enylamino)m 

ethyDbenzam 

ide 


*H NMR: (DMSO) 5 (ppm): 9.57 (s, 
1H), 7.87 (d, J=8.4 Hz, 2H), 7.57 (dd, 
J=5.3, 1.2 Hz, 1H), 7.44 (d, J=8.4 Hz, 
2H), 7.27 (d, J=2.0 Hz, 1H), 7.19 (dd, 
J=3.5, 1.2 Hz, 1H), 7.05 (dd, J=8.2, 2.2 
Hz, 1H), 7.01 (dd, J=5.3, 3.5 Hz, 1H), 
6.72 (d, J=8.2 Hz, 1H), 6.63 (d, J=8.6 
Hz, 1H), 6.30 (d, J=2.5 Hz, 1H), 5.97 
(dd, J=8.4, 2.5 Hz, 1H), 5.96 (d, J=6.5 
Hz, 1H), 5.20 (s, 2H), 4.28 (d, J=6.3 Hz, 
2H), 3.65 (s, 3H), 3.58 (s, 3H). MS: 
491.63(calc) 492.5(found) 


22 


33 


123 




N-(2-amino-5- 
(propylthio)p 
henyl)-4-((3,4- 
dimethoxyph 
enylamino)m 
ethyDbenzam 
ide 


J H NMR (DMSO-d6) d(ppm):9.57 (s, 

1H), 7.89 (d, J=8.2 Hz, 2H), 7.45 (d, 
J=8.0 Hz, 2H), 7.23 (d, J=0.4 Hz, 1H), 
7.01 (dd, J=8.4, 2.2 Hz, 1H), 6.71 (d, 
J=8.4 Hz, 1H), 6.63 (d, J=8.6 Hz, 1H), 
6.31 (d, J=2.3 Hz, 1H), 5.98 (dd, J=8.2, 
2.5 Hz, 1H), 5.97 (d, J=5.9 Hz, 1H), 
5.04 (s, 2H), 4.29 (d, J=5.9 Hz, 2H), 
3.65 (s, 3H), 3.58 (s, 3H), 2.71 (t, J=7.0 
Hz, 2H), 1.50 (sext, J=7.0 Hz, 2H), 0.93 
(t, J=7.2Hz, 3H). LRMS: 451.59(calc) 
452.5(found) 


22 


34 


125 


o 

h r* 213 ^ TT"^ rvii— i 

y p n M JJ MHo 


N-(2-amino-5- 
(2- 

phenylethyny 

DphenyD-4- 

((3,4- 

dimethoxyph 
enylamino)m 
ethyDbenzam 
ide 


X H NMR: (CD30D) d(ppm): 7.93 (d, 
J=8.4 Hz, 2H), 7.52 (d, J=8.2 Hz, 2H), 
7.44 (dd, J=8.2, 1.8 Hz, 2H), 7.35-7.29 
(m, 4H), 7.21 (dd, J=8.2, 2.0 Hz, 1H), 
6.85 (d, J=8.4 Hz, 1H), 6.71 (d, J=8.4 
Hz, 1H), 6.36 (d, J=2.7 Hz, 1H), 6.13 
(dd, J=8.4, 2.5 Hz, 1H), 4.39 (s, 2H), 
3.75 (s, 3H), 3.71 (s, 3H). MS: 
477.56(calc) 478.5(found) 


23 


34aa 


125a 
a 


o 

XJ XT 


N-(2-amino-5- 
(2-(pyridin-3- 
yDethynyDph 
enyl)-4-((3,4- 
dimethoxyph 
enylamino)m 
ethyDbenzam 
ide 


X H NMR: (DMSO) 5 (ppm): 9.55 (s, 
1H); 8.65 (dd; J=0.9, 2.2 Hz; 1H); 8.49 
(dd;J= 1.6,4.8 Hz; 1H); 7.91 (d, J=8.2, 
2H); 7.87 (m, 1H); 7.46 (d, J=8.2, 2H); 
7.40 (dd; J=0.9, 4.8 Hz; 1H); 7.39 (m, 
1H); 7.17 (dd; J=2.0, 8.3 Hz; 1H); 6.76 
(d, J=8.3, 1H); 6.64 (d, J=8.6, 1H); 6.31 
(d, J=2.7, 1H); 5.98 (m, 2H); 5.51 (bs, 
2H); 4.30 (d, J=6.3, 2H); 3.66 (s, 3H); 
3.58 (s, 3H).MS: calc: 478.5; found: 
478.5 (M+H) 


23 



10/574,088 
Substitute specification 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


34-1 


127 




(E)-W2- 

amino-5- 

styrylphenyl)- 

4-((3,4- 

dimethoxyph 

enylamino)m 

ethyDbenzam 

ide 


*H NMR: (Acetone-d6) d(ppm): 9.07 
(s, 1H), 8.01 (d, J=8.2 Hz, 2H), 7.55 (d, 
J=8.2 Hz, 2H), 7.55-7.52 (m, 3H), 7.32 
(t, J=7.4 Hz, 2H), 7.28 (dd, J=8.2, 2.2 
Hz, 1H), 7.19 (t, J=7.2 Hz, 1H), 7.13 (d, 
J=16.4 Hz, 1H), 7.0 (d, J=16.2 Hz, 1H), 
6.89 (d, J=8.2 Hz, 1H), 6.70 (d, J=8.4 
Hz, 1H), 6.41 (d, J=2.7 Hz, 1H), 6.12 
(dd, J=8.6, 2.7 Hz, 1H), 5.33 (bs, 1H), 
4.85 (bs, 2H), 4.43 (s, 2H), 3.72 (s, 3H), 
3.67 (s, 3H). MS: 479.58(calc) 480.5 
(found) 


24 


35 


128 




N-(2-amino-5- 

phenethylphe 

nyl)-4-((3,4- 

dimethoxyph 

enylamino)m 

ethyDbenzam 

ide 


J H NMR (Acetone-d6) d(ppm): 9.07 
(s, 1H), 7.99 (d, J=8.2 Hz, 2H), 7.53 (d, 
J=8.6 Hz, 2H), 7.27-7.22 (m, 5H), 7.19- 
7.14 (m, 1H), 6.87 (dd, J=8.0, 2.0 Hz, 
1H), 6.79 (d, J=8.0 Hz, 1H), 6.70 (d, 
J=8.4 Hz, 1H), 6.40 (d, J=2.8 Hz, 1H), 
6.11 (dd, J=8.4, 2.5 Hz, 1H), 5.33 (bs, 
1H), 4.51 (bs, 2H), 4.42 (s, 2H), 3.72 (s, 
3H), 3.67 (s, 3H). MS: 481.59(calc) 
482.2(found) 


24 


36 


129 




N-(2-amino-5- 
phenethylphe 
nyl)-4- 

methylbenza 
mide 


*H NMR (Acetone-d6) d(ppm): 9.03 
(bs, 1H), 7.94 (d, J=8.0 Hz, 2H), 7.33 
(d, J=7.8 Hz, 2H), 7.28-7.23 (m, 5H), 
7.18-7.13 (m, 1H), 6.87 (dd, J=8.0, 2.0 
Hz, 1H), 6.79 (d, J=8.2 Hz, 1H), 4.48 
(bs, 2H), 2.90-2.86 (m, 2H), 2.83-2.78 
(m, 2H), 2.42 (s, 3H). MS: LRMS: 
330.43(calc) 331.1(found) 


24 


37 


131 




N-(2-amino-5- 
(thiophen-2- 
yl)phenyl)-4- 
((6-(2- 

(dimethylami 
no)ethoxy)-5- 

ri „_ I II 

tluorolH- 

benzo[d]imid 

azol-2- 

ylthiojmethyl) 
benzamide 


X H NMR (Acetone-d6) d(ppm): 9.16 
(bs, 1H), 7.97 (d, J=8.4 Hz, 2H), 7.62 
(d, J=2.9 Hz, 1H), 7.61 (d, J=8.4 Hz, 
2H), 7.32 (dd, J=8.2, 2.2 Hz, 1H), 7.28 
(bs, 0.5 H), 7.27(dd,J=5.1, 1.0 Hz, 1H), 
7.26 (bs, 0.5 H), 7.22 (dd, J=3.5, 1.0 
Hz, 1H), 7.21 (bs, 1H), 7.03 (dd, J=5.1, 
3.5 Hz, 1H), 6.89 (d, J=8.2 Hz, 1H), 
4.87 (bs, 2H), 4.65 (s, 2H), 4.16 (t, 
J=5.7 Hz, 2H), 2.73 (t, J=5.9 Hz, 2H), 
2.30 (s, 6H). MS: 561.70 (calc) 562.3 
(found) 


25 



10/574,088 
Substitute specification 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


38 


134 




4-acetamido- 

N-(2-amino-5- 

(4,4,5,5- 

tetramethyl- 

1,3,2- 

dioxaborolan- 

2- 

yl)phenyl)ben 
zamide 


J H NMR (Acetone-d6) d(ppm): 9.42 
(bs, 1H), 9.03 (bs, 1H), 8.03 (d, J=8.8 
Hz, 2H), 7.77 (d, J=8.8 Hz, 2H), 7.60 (d, 
J=1.6 Hz, 1H), 7.39(dd, J=8.0, 1.6 Hz, 
1H), 6.84 (d, J=7.8 Hz, 1H), 5.01 (bs, 
2H), 2.13 (s, 3H), 1.31 (s, 12H). MS: 
(calc.) 395.3(calc) 396.1(found) 


26 


39 


136 




N-(2-amino-5- 
(thiophene-2- 
carbonyDphe 
nyl)-4- 

methoxybenz 
amide 


*H NMR: (DMSO) 8 (ppm): 9.61 (s, 
1H), 8.02 (d,J=6.3 Hz, 1H), 8.01 (d, 
J=8.6 Hz, 2H), 7.83 (d, J=2.0 Hz, 1H), 
7.75 (d, J=3.2 Hz, 1H), 7.63 (dd, J=8.4, 
2.0 Hz, 1H), 7.29 (dd, J=4.9, 3.2 Hz, 
1H), 7.08 (d,J=8.8 Hz, 2H), 6.87 (d, 
J=8.6 Hz, 1H), 6.01 (s, 2H), 3.88 (s, 
3H). MS:352.41(calc)353.1(found) 


27 


40 


140 


H 


/V-(2-amino-5- 

thiophen-2- 

ylphenyl)-4- 

(2-(N,N- 

dimethylamin 

o)acetamido) 

benzamide 


J H NMR: (DMSO) 5 (ppm): (CD30D) 
d(ppm): 7.99 (d, J=8.8 Hz, 2H), 7.77 (d, 
J=8.8 Hz, 2H), 7.48 (d, J=2.2 Hz, 1H), 
7.35 (dd, J=8.2, 2.2 Hz, 1H), 7.22 (dd, 
J=5.1, 1.2 Hz, 1H), 7.20 (td, J=3.5, 1.2 
Hz, 1H), 7.01 (dd, J=5.1, 3.7 Hz, 1H), 
6.90 (d,J=8.6 Hz, 1H), 3.24 (s, 2H), 
2.43 (s, 6H). MS: 394.5 (calc) 
395.1(found) 


28 


41a 


143a 




Pyridin-3- 

ylmethyl 4- 

((2-amino-5- 

(tniopnen-2- 

yl)phenyl)car 

bamoyDbenz 

ylcarbamate 


X H NMR (DMSO) 5 (ppm): 9.69 (bs, 
1H), 8.58 (s, 1H), 8.53-8.51 (m, 1H), 
7.98-7.96 (m, 1H), 7.94 (d, J=7.8 Hz, 
2H), 7.78-7.76 (m, 1H), 7.46 (s, 1H), 
7.40-7.38 (m, 1H), 7.37 (d, J=8.4 Hz, 
2H), 7.29 (d, J=8.8 Hz, 1H), 7.24-7.23 
(m, 1H), 7.05-7.03 (m, 1H), 6.80 (d, 
J=8.4 Hz, 1H), 5.15 (bs, 2H), 5.10 (s, 
2H), 4.29 (d, J=6.1 Hz, 2H). MS: 
458.54 (calc) 459.2 (found) 


29 



10/574,088 
Substitute specification 



202 



Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


41b 


143b 




N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-4- 

fluorobenza 

mide 


X H NMR (DMSO) 5 (ppm): 9.73 (s, 
1H), 8.06 (dd, J=8.6, 5.5 Hz, 2H), 7.43 
(d, J=1.8Hz, 1H), 7.35 (d, J=8.8 Hz, 
2H), 7.33 (dd, J=6.3, 5.1 Hz, 2H), 7.22 
(dd,J=3.7, 1.2 Hz, 1H), 7.03 (dd, 
J=5.1,3.5Hz, 1H), 6.78 (d, J=8.2 Hz, 
1H), 5.17 (s, 2H). MS: 312.36 (calc) 
313.1 (found) 


29 


41c 


143c 


F 3 CS 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-4- 

(trifluoromet 

hylthio)benza 

mide 


*H NMR (DMSO) 5 (ppm): 8.09 (d, 
J=8.6 Hz, 2H), 7.84 (d, J=8.2 Hz, 2H), 
7.58 (d, J=2.2 Hz, 1H), 7.36 (dd, J=8.2, 
2.2 Hz, 1H), 7.23 (dd, J=5.1, 3.9 Hz, 
1H), 7.21 (dd, J=3.7, 1.2 Hz, 1H), 7.01 
(dd, 5.1,3.7 Hz, 1H), 6.90 (d, J=8.4 Hz, 
1H). MS: 394.44 (calc) 395.1 (found) 


29 


41d 


143d 




N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-3- 

chloro-4- 

fluorobenza 

mide 


X H NMR (Acetone-d6) d(ppm): 8.22 
(d, J=7.2Hz, 1H), 8.08 (bs, 2H), 7.61 
(s, 1H), 7.48 (t, J=8.8 Hz, 1H), 7.35 (dd, 
J=8.6, 2.0 Hz, 1H), 7.29 (d, J=5.1 Hz, 
1H), 7.23 (d,J=3.7Hz, 2H), 7.04 (dd, 
J=7.5, 4.3 Hz, 1H), 6.91 (d, J=8.2 Hz, 
1H), 4.88 (bs, 1H). MS: 346.86 (calc) 
347.1 (found) 


29 


41aa 


143a 
a 


F3CO xy» k 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-4- 

(trifluoromet 

hoxy)benzam 

ide 


X H NMR: (DMSO) 5 (ppm): 9.79 (s, 
1H), 8.10 (d, J=8.8 Hz, 2H), 7.50 (d, 
J=8.4 Hz, 2H), 7.43 (bs, 1H), 7.32 (d, 
J=5.2Hz, 1H), 7.28 (dd, J=8.4, 2.0 Hz 
1H), 7.22 (bd, J=3.6 Hz, 1H), 7.02(dd, 
J= 3.6, 5.2Hz, 1H), 6.78 (d, J=8.4 Hz, 
1H). MS: (calc.) 378; (obt.) 379 (MH) + . 


29 


41b 
b 


143b 
b 


II J H |\^J> 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-4- 

chloro-3- 

fluorobenza 

mide 


X H NMR (DMSO) 5 (ppm): 9.82 (s, 
1H), 8.01 (d, J=10.4 Hz, 1H), 7.85 (d, 
J=7.2Hz, 1H), 7.75 (t, J=7.6 Hz, 
1H),7.41 (d,J=2.2Hz, 1H), 7.33 (d, 
J=5.1 Hz, 1H), 7.28 (dd, J= 8.4, 1.8 Hz, 
1H), 7.22 (d,J=3.5Hz, 1H), 7.02 (dd, 
J=4.9, 3.5 Hz, 1H), 6.78 (d, J=8.4 Hz, 
1H), 5.23 (s, 2H). MS: 346.86 (calc) 
347.1/349.1 (found) 


29 



10/574,088 
Substitute specification 



203 



Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


41cc 


143c 
c 


H 2 N 

VA ^-s 


N-(2-amino-5- 
(thiophen-2- 
yl)phenyl)nic 
otinamide 


*H NMR: (DMSO) 5 (ppm): 9.87 (s, 
1H), 9.14 (d, J = 1.8, Hz, 1H), 8.73 (dd, 
J = 4.9, 1.8 Hz, 1H), 8.32 (dt, J = 8.0, 
2.0 Hz, 1H), 7.54 (dd, J = 7.8, 5.3 Hz, 
1H), 7.46 (d, J = 2.2 Hz, 1H), 7.34 (dd, 
J = 5.1, , 1.2 Hz, 1H), 7.29 (dd, J = 8.4, 
2.3 Hz, 1H), 723 (dd, J = 3.5, 1.0 Hz, 
1H), 7.03 (dd, J = 5.1, 3.7 Hz, 1H), 
6.79 (d, J = 8.4 Hz, 1H), 5.24 (sb, 
2H).MS: (calc.) 295.1; (obt.) 296.3 
(MH) + . 


29 


41d 
d 


143d 
d 


H 2 N 


N-(2-amino-5- 
(thiophen-2- 
yl)phenyl)ison 
icotinamide 


*H NMR: (DMSO) 8 (ppm): 9.95 (s, 
1H), 7.76 (d, J = 6.1, Hz, 2H), 7.90 (d, 
J = 6.1 Hz, 1H), 7.44 (d, J = 2.2 Hz, 
1H), 7.34 (dd, J = 5.1, 1.2 Hz, 1H), 
7.30 (dd, J = 8.4, 2.3 Hz, 1H), 7.23 (dd, 
J = 3.7, 1.2 Hz, 1H), 7.03 (dd, J = 5.1, 
3.7 Hz, 1H), 6.79 (d, J = 8.4 Hz, 1H), 
5.24 (sb, 2H). MS: (calc.) 295.1; (obt.) 
296.3 (MH) + . 


29 


41e 

e 


143e 
e 


F O fp=^ 
F 


N-(2-amino-5- 

(thiophen-2- 

yDphenyl)- 

2,3,5,6- 

tetrafluoro-4- 

methylbenza 

mide 


X H NMR: (DMSO) 5 (ppm): 10.18 (s, 
1H), 7.60 (d, J=2.4 Hz, 1H), 7.36 (dd, 
J=1.2, 5.2 Hz, 1H), 7.30 (dd, J=2.4, 8.0 
Hz, 1H), 7.23 (dd, J=1.2, 3.2 Hz, 1H), 
7.04 (dd, J=3.6, 5.2Hz, 1H), 6.81 (d, 
J=8.0 Hz, 1H), 5.15 (bs, 2H), 2.32 (s, 
3H) MS: (calc.) 380.36; (obt.) 381.2 
(MH) + . 


29 


42 


146 




(E)-N-(2- 

amino-5- 

(thiophen-2- 

yl)phenyl)-3- 

(4-(4- 

methylphenyl 
sulfonamido) 
phenyDacryla 
mide 


X H NMR (Acetone-d6) d(ppm):9.20 

(bs, 1H), 8.84 (bs, 1H), 7.72 (d, J=8.0 
Hz, 3H), 7.58 (d, J=15.7 Hz, 1H), 7.54 
(d, J=8.4 Hz, 2H), 7.34 (d, J=8.6 Hz, 
2H), 7.29-7.27 (m, 4H), 7.22 (d, J=3.5 
Hz, 1H), 7.04 (t,J=4.9 Hz, 1H), 6.88 (d, 
J=8.4 Hz, 1H), 6.86 (d, J=15.3 Hz, 1H), 
4.84 (bs, 2H), 2.38 (s, 3H). MS: 
489.62 (calc) 490.1 (found) 


30 



10/574,088 
Substitute specification 



204 



Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


43 


153 


NH 2 


N-(2-amino-5- 
(2- 

aminothiazol- 

4-yl)phenyl)- 

4- 

methoxybenz 
amide 


*H NMR: (DMSO) 5 (ppm): 9.55 (s, 
1H), 7.96 (d, J=9.0 Hz, 2H), 7.60 (d, 
J=2.2 Hz, 1H), 7.39 (d, J=8.2, 2.0 Hz, 
1H), 7.02 (d, J=9.0 Hz, 2H), 6.90 (s, 
2H), 6.73 (d, J=8.4 Hz, 1H), 6.63 (s, 
1H), 4.98 (s, 2H), 3.83 (s, 3H). MS: 
340.4(calc) 341.2 (found) 


31 


44 


157 




N-(2-amino-5- 
(6- 

aminopyridin- 

3-yl)phenyl)- 

4- 

methoxybenz 
amide 


X H NMR (Acetone-d6) d(ppm): 8.94 
(bs, 1H), 8.03 (d,J=1.8 Hz, 1H), 7.88 
(d, J=8.8 Hz, 1H), 7.47 (dd, J=8.9, 2.5 
Hz, 1H), 7.36 (d, J=2.3Hz, 1H), 7.07 
(dd,J=8.2, 2.3 Hz, 1H), 6.89 (d, J=8.8 
Hz, 2H), 6.77 (d, J=8.2 Hz, 1H), 6.45 
(dd,J=8.4, 0.6 Hz, 1H), 5.29 (bs, 2H), 
3.74 (s, 3H). MS: 334.38 (calc) 335.1 
(found) 


32 


44a 


157a 




/V-(4,4- 

diamino-3 1 - 

fluoro- 

biphenyl-3-yl)- 

4-methoxy- 

benzamide 


X H NMR (CD30D) d(ppm): 7.97 (d, 
J=8.6 Hz, 2H), 7.37 (d, J=1.6Hz, 1H), 
7.28 (dd, J=8.4, 2.2 Hz, 1H), 7.20-7.13 
(m, 2H), 7.03 (d, J=8.6 Hz, 2H), 6.94 (d, 
J=8.2Hz, 1H), 6.85 (t, J=9.0 Hz, 1H), 
3.88 (s,3H). MS: 351.38 (calc) 352.3 
(MH+) (found) 


32 


45 


160 


OH 


N-(4-amino- 
3'- 

hydroxybiphe 
n-3-yl)-4- 
methoxybenz 
amide 


X H NMR (DMSO) 5 (ppm): 9.58 (s, 
1H), 9.35 (s, 1H), 7.97 (d, J=8.4 Hz, 
2H), 7.43 (s, 1H), 7.23 (dd, J=8.2, 1.4 
Hz, 1H), 7.16 (t, J=7.6 Hz, 1H), 7.04 (d, 
J=8.4 Hz, 2H), 6.95 (d, J=7.6 Hz, 1H), 
6.91 (s, 1H), 6.82 (d,J=8.4 Hz, 1H), 
6.62 (dt,J=8.0, 1.0 Hz, 1H), 5.05 (s, 
2H), 3.84 (s, 3H). MS: 334.37 (calc) 
335.2 (MH+) (found) CHECK NMR 


33 


45aa 


160a 
a 


H 2 N 

/=\ HN— { 

0 O 


N-(2-amino-5- 
(3- 

hydroxyphen 
yl)phenyl)-4- 
methoxybenz 
amide 


X H NMR: (DMSO) 5 (ppm): 9.59 (s, 
1H), 9.31 (s, 1H), 7.96 (d, J=8.8 Hz, 
2H), 7.36 (d,J=2.0 Hz, 1H), 7.18 (td, 
J=8.4, 2.0 Hz, 2H), 7.06-7.02 (m, 3H), 
6.87 (dd, J=7.8, 0.8 Hz, 1H), 6.82-6.77 
(m, 2H), 4.92 (s, 2H), 3.83 (s, 3H). MS: 
334.37 (calc) 335.1 (MH+) (found) 
CHECK NMR 


33 



10/574,088 
Substitute specification 



205 



Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


46 


164 


H 2 N 

/=\ HN— ^ \ 


N-(4-((2- 

amino-5- 

(thiophen-2- 

yl)phenyl)car 

bamoyDphen 

yl)-4- 

methylpipera 
zine-1- 

carboxamide 


X H NMR: (DMSO) 5 (ppm): 400 MHz, 
(DMSO) d (ppm): 9.57 (s, 1H), 8.80 (s, 
1H), 7.89 (d,J = 8.8 Hz, 2H), 7.59 (d, J 
= 8.8 Hz, 2H), 7.44 (d, J = 2.2 Hz, 1H), 
7.34 (dd, J = 5.1, 1.0 Hz, 1H), 7.27 (dd, 
J = 8.2, 2.2 Hz, 1H), 7.23 (dd, J = 3.5, 
1.2 Hz, 1H), 7.03 (dd, J = 5.1, 3.5 Hz, 
1H), 6.79 (d, J = 8.4 Hz, 1H), 5.12 (sb, 
2H), 3.46 (t, J = 4.8 Hz, 4H), 2.33 (t, J 
= 4.9 Hz, 4H). MS: (calc.) 435.2; (obt.) 
436.4 (MH) + . 


34 


46aa 


164a 
a 


0 H 


N-(4-((2- 

amino-5- 

(thiophen-2- 

yl)phenyl)car 

bamoyDphen 

yDmorpholine 

-4- 

carboxamide 


X H NMR: (DMSO) 8 (ppm): 9.57 
(lH,s), 8.81 (lH,s), 7.90 (2H,d,8.8 Hz), 
7.60 (2H,d,9.0 Hz), 7.45 (lH,d,2.2 Hz), 
7.34(lH,dd,3.9 and 1.2 Hz), 7.27 
(lH,dd,6.1 and 2.2 Hz), 7.22 (lH,dd,2.3 
and 1.2 Hz), 7.03 (lH,m), 6.78 
(lH,d,8.2 Hz), 5.12 (2H,s), 3.62 
(4H,t,4.5 Hz), 3.45 (4H,t,5.1 Hz)MS: 
422.14 (calc), 423.3 (obs). 


34 


46b 
b 


164b 
b 


° rii 

^ N N 2 
H H 


l-(4-((2- 

amino-5- 

(thiophen-2- 

yl)phenyl)car 

bamoyDphen 

yl)-3-(2- 

(dimethylami 

no)ethyDurea 


X H NMR: (DMSO) 5 (ppm): 9.54 
(lH,s), 9.10 (lH,s), [8.37 (2H,s)comes 
from formic salt], 7.87 (2H,d,8.6), 7.49 
(2H,d,8.8 Hz), 7.44 (lH,d,2.2 Hz), 7.34 
(lH,dd,3.9 and 1.2 Hz), 7.27 (lH,dd,6.1 
and 2.2 Hz), 7.23 (lH,dd,2.5 and 1.0), 
7.03(lH,dd, 3.5 and 1.6), 6.79 
(lH,d,8.2 Hz), 6.36 to 6.34 (lH,m), 
5.11 (2H,s), 3.2 to 3.1 (2H,m), 2.33 
(2H,s), 2.18 (6H,s) MS: 423.2 (calc), 
424.2 (obs). 


34 


46cc 


164c 
c 


H 


2- 

(dimethylami 

no)ethyl 4- 

((2-amino-5- 

(thiophen-2- 

yl)phenyl)car 

bamoyDphen 

ylcarbamate 


X H NMR: (DMSO) 5 (ppm): 9.99 
(lH,s), 9.59 (lH,s), [8.28 (lH,s) comes 
from formic acid salt], 7.92 (2H,d,8.8), 
7.57 (2H,d,9.0 Hz), 7.44 (lH,d,2.0 Hz), 
7.34 (lH,dd,3.7 and 1.2 Hz), 7.27 
(lH,dd,6.1 and 2.2 Hz), 7.23 (lH,dd,2.3 
and 1.2), 7.03(lH,dd, 3.3 and 1.8), 
6.79 (lH,d,8.6 Hz), 4.18 (2H,t,5.7 Hz), 
2.20 (6H,s) MS: 424.2 (calc), 425.2 
(obs). 


34 



10/574,088 
Substitute specification 



206 



Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


46d 
d 


164d 
d 


0 

t h < syjtx 


3-(4-((2- 

amino-5- 

(thiophen-2- 

yl)phenyl)car 

bamoyDphen 

yO-1,1- 

dimethylurea 


X H NMR: (DMSO) 5 (ppm): 9.56 (s, 
1H); 8.56 (s, 1H); 7.88 (d, J=8.8 Hz; 
2H); 7.60 (d; J=8.8 Hz; 2H); 7.44 (d; 
J=2.2 Hz; 1H); 7.34 (dd; J=1.2, 5.1 Hz; 
1H); 7.27 (dd; J=2.2, 8.4 Hz; 1H); 7.22 
(dd; J=1.2, 3.5 Hz; 1H); 7.03 (dd; 
J=3.5, 5.1 Hz; 1H); 6.79 (d, J=8.4 Hz; 
1H); 5.12 (bs, 2H); 2.95 (s, 6H).MS: 
calc: 380.4; found: 381.2 (M+H) 


34 


47 


168 




N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-l- 

methyl-lH- 

indole-6- 

carboxamide 


X H NMR: (DMSO) 8 (ppm): 9.72 (s, 
1H), 8.19 (s, 1H), 7.67 (abq, J= 29.4, 
7.6 Hz, 2H), 7.52 (d, J= 7.6 Hz, 2H), 
7.36 (s, 1H), 7.31 (d,J= 6.5 Hz, 1H), 
7.26 (s, 1H), 7.06 (s, 1H), 6.83 (d, J= 
8.0 Hz, 1H), 6.52 (s, 1H), 5.16 (s, 2H), 
3.90 (s, 3H). MS: 347.1 (calc), 348.1 
(obs). 


35 


48 


172 


N^O^ H NH 2 

V nh 


N-(2-amino-5- 
(thiophen-2- 
yl)phenyl)-4- 
(lH-tetrazol- 

5- 

yDbenzamide 


X H NMR: (DMSO) 5 (ppm): 9.71 (s, 
1H), 8.07 (d, J= 8.2 Hz, 2H), 8.00 (d, J= 
8.2 Hz, 2H), 7.48 (s, 1H), 7.34 (d, J= 
5.1 Hz, 1H), 7.28 (dd,J= 8.2. 2.0 Hz, 
1H), 7.24 (d, J= 3.5 Hz, 1H), 7.03 (t, J= 
3.7 Hz, 1H), 6.79 (d, J= 8.4 Hz, 1H), 
5.17 (s, 2H). MS: 362.09 (calc), 363.1 
(obs). 


36 


49 


173 




N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-4- 

cyanobenza 

mide 


X H NMR: (DMSO) 5 (ppm): 9.92 (s, 
1H), 8.14 (d, J= 8.4 Hz, 2H), 8.00 (d, J= 
8.4 Hz, 2H), 7.44 (d, J= 2.0 Hz, 1H), 
7.34 (dd, J= 5.1, 0.98 Hz, 1H), 7.30 
(dd, J= 8.2, 2.2 Hz, 1H), 7.23 (d, J= 3.5 
Hz, 1H), 7.03 (dd, J= 5.1, 3.5 Hz, 1H), 
6.79 (d, J= 8.4 Hz, 1H), 5.24 (s, 2H). 
MS: 319.08 (calc), 320.1 (obs). 


36 


50 


174 


.N^Jl^ H NH 2 
\--NH 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-4- 

(4,5-dihydro- 

lH-imidazol- 

2- 

yDbenzamide 


X H NMR: (DMSO) 5 (ppm): 9.78 (s, 
1H), 8.02 (d, J= 8.0 Hz, 2H), 7.92 (d, J= 

8.0 Hz, 2H), 7.45 (s, 1H), 7.33 (d, J= 

5.1 Hz, 1H), 7.28 (d, J= 8.2 Hz, 1H), 
7.22 (d, J= 3.3 Hz, 1H), 7.03 (t, J= 3.9 
Hz, 1H), 6.79 (d, J= 8.2 Hz, 1H), 5.18 
(s, 2H), 3.63 (s, 4H). MS: 362.12 (calc), 
363.1 (obs). 


36 



10/574,088 
Substitute specification 



207 



Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


51 


181 




N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-3- 

methoxybenz 

amide 


*H NMR: (DMSO) 5 (ppm): 9.96 (lH,s), 
7.59-7.52 (3H,m), 7.46-7.41 (3H,m), 
7.39 (lH,d,2.2 Hz), 7.33 (lH,dd,2.5 and 
1.0 Hz), 7.16 (lH,dd,5.7 and 1.8 Hz), 
6.98 (lH,d,8.4 Hz), 3.84 (3H,s) MS: 
324.1 (calc), 325.1 (obs). 


37 


51aa 


181a 

a 


0 r^^S 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-4- 

nitrobenzami 

de 


X H NMR: (DMSO) 5 (ppm): 10.05 (s, 
1H), 8.35 (d, J= 8.6 Hz, 2H), 8.22 (d, J= 
8.6 Hz, 2H), 7.46 (s, 1H), 7.36 (d, J= 
4.1 Hz, 1H), 7.33 (d, J= 8.2 Hz, 1H), 
7.25 (d,J=2.5Hz, 1H), 7.04 (t, J= 3.5 
Hz, 1H), 6.83 (d, J= 8.4 Hz, 1H), 
(missing NH 2 ). MS: 339.07 (calc), 
340.1 (obs). 


37 


51b 
b 


181b 
b 




N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-3- 

nitrobenzami 

de 


'H NMR: (DMSO) 5 (ppm): 

10.14(lH,s), 8.82 (lH,s), 8.43 (2H,d,6.3 
Hz), 7.82 (lH,t,7.8 Hz), 7.46 (lH,d,2.0 
Hz), 7.37 - 7.33 (2H,m), 7.27 (lH,d,3.3), 
7.05 (lH,dd,3.5 and 1.4 Hz), 6.85 
(lH,d,8.4Hz) MS: 339.1 (calc) 340.1 
(obs). 


37 


51cc 


181c 
c 




N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-3- 

cyanobenza 

mide 


X H NMR: (DMSO) 5 (ppm): 9.97 (lH,s), 
8.45 (lH,s), 8.27(lH,d,8.0 Hz), 8.05 
(lH,d,7.8 Hz), 7.74(lH,t,8.0 Hz), 7.48 
(lH f d f 1.8 Hz), 7.38-7.3(lH,d,8.4 
Hz)7.38- 7.33 (2H,m), 7.27 (lH,d,3.52 
Hz), 7.05 (lH,dd,3.5 and 1.4 Hz), 6.86 
(lH,d,8.4). MS: 319.1 (calc) 320.1 
(obs). 


37 


51d 
d 


181d 
d 


U H -W 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-3- 

bromobenza 

mide 


X H NMR: (DMSO) 5 (ppm): 9.90 
(lH,s), 8.18 (lH,s), 7.98(lH,d,7.4 Hz), 
7.50-7.45 (2H,m), 7.37-7.32 (2H,m), 
7.27 (lH,d,3.3 Hz), 7.05 (lH,dd,3.5 and 
1.6 Hz), 6.85 (lH,d,8.4 Hz) MS: 
371.9 (calc) 373.0 (obs). 


37 


51e 
e 


181e 
e 




N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-3- 

(trifluoromet 

hyDbenzamid 

e 


X H NMR: (DMSO) 8 (ppm): 10.00 
(lH,s), 8.34 (lH,s), 8.29 (lH,d,8.0 Hz), 
7.95 (lH,d,8.0 Hz), 7.76 (lH,t,7.6 Hz), 
7.44 (lH,s), 7.36 - 7.31 (2H,m), 7.25 
(lH,d,3.3 Hz), 7.04 (lH,t,3.7 Hz), 6.82 
(lH,d,8.2Hz) MS: 362.1 (calc) 363.1 
(obs) 


37 



10/574,088 
Substitute specification 



208 



Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


52 


184 


0 j^jj 


4-(2-amino-5- 

(thiophen-2- 

yDphenylcarb 

amoyDphenyl 

acetate 


*H NMR: (DMSO) 5 (ppm): 9.73 (lH.s), 
8.03 (2H,d,8.4), 7.45 (lH.s,), 7.34 
(lH,d,9.0 Hz), 7.30 - 7.22 (4H,m), 7.04 
(lH,dd,3.5 and 1.6 Hz), 6.79 (lH,d,8.4 
Hz), 5.18 (2H,s), 2.31 (3H,s) MS: 
352.1 (calc), 353.1 (obs) 


37 


52aa 


184a 
a 


i ° f\i 


N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-3- 

(dimethylami 

no)benzamid 

e 


X H NMR: (DMSO) 5 (ppm): 9.64 
(lH,s), 7.45 (lH,s), 7.34 (lH,dd,3.9 and 
1.2 Hz), 7.29-7.26 (4H,m), 7.24-7.22 
(lH,m), 7.03 (lH,dd,3.7and 1.4 Hz), 
6.90 (lH,d,8.2 Hz), 6.80 (lH,d,8.2 Hz), 
5.10 (2H,s), 2.96 (6H,s) MS: 337.1 
(calc) 338.1 (obs). 


37 


52b 
b 


184b 
b 


H O r**K 


3-acetamido- 

N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)ben 

zamide 


J H NMR: (DMSO) 5 (ppm): 10.11 
(1H,s),9.83(1H,s), 8.11 (lH,s), 7.79 
(lH,d,6.7Hz), 7.67(lH,d,7.6 Hz), 7.49 
(lH,s), 7.43 (lH,t,7.8 Hz), 7.38 
(lH,d,4.9 Hz), 7.34 (lH,d,8.4 Hz), 7.28 
(lH,d,3.3 Hz), 7.05(lH,t,3.7Hz), 6.89 
(lH,d,8.4Hz), 2.07 (3H,s) MS: 351.1 
(calc) 352.1 (obs) 


37 


53 


190 




N-(2-amino-5- 

(thiophen-2- 

yl)phenyl)-4- 

(2-Cpiperidin- 

1- 

yDethylamino 
)benzamide 


X H NMR: (DMSO) 8 (ppm): 9.34 (lH,s), 
[8.25 (2H,s)comes from formic salt], 

7.77 (2H,d,8.8), 7.44 (lH,d,2.2 Hz), 
7.34(lH,dd,4.0 and 1.2 Hz), 7.26- 
7.21 (2H,m), 7.03 (lH,dd,3.5 and 1.4), 

6.78 (lH,d,8.2), 6.62 (lH,d,8.8 Hz), 
6.09 (lH,m), 3.25 - 3.15(8H,m), 1.53 to 
1.49 (4H,m), 1.39 (2H,m) MS: 420.2 
(calc), 421.3 (obs). 


38 


54 


197 




N-(2-amino-5- 

(thiophen-2- 

yl)pnenyl)-4- 

(2- 

morpholinoet 
hoxy)benzam 
ide 


X H NMR: (DMSO) 5 (ppm): 9.67 (lH,s), 
8.01 (2H,d,8.8), 7.44(lH,d,2.0 Hz), 
7.36(lH,dd,4.1 and 1.0 Hz), 7.30 
(lH,dd,6.1 and 2.2 Hz), 7.24 (lH,dd,2.5 
and 1.2), 7.12 (2H,d,8.8), 7.04 
(lH,dd,3.5 and 1.6 Hz), 6.82 (lH,d,8.4 
Hz), 4.44 (2H,t,4.1), 3.65 to 3.15 
(10H,m) MS: 423.2 (calc), 424.2 (obs). 


39 



10/574,088 
Substitute specification 



209 



Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


55 


199 




44(3,4- 

dimethoxyph 

enylamino)m 

ethyl)-N-(2- 

amino-5- 

cyanophenyl) 

benzamide 


*H NMR: (DMSO) 5 (ppm): 9.56 (bs, 
1H), 7.89 (d, J=8.0 Hz, 2H), 7.52 (bs, 
1H), 7.45 (d, J=8.4 Hz, 2H), 6.77 (d, 
J=8.4 Hz, 1H), 6.63 (d, J= 8.4 Hz, 1H), 
6.30 (d, J=2.4 Hz, 1H), 5.99-5.95 (m, 
2H), 5.74 (bs, 1H), 4.92 (bs, 2H), 3.64 
(s, 3H), 3.32 (s, 3H).MS: (calc); 402.5 
(obt.) 403.4 (MH) + . 


40 


56 


205 


H 2 N 


44(3,4- 

dimethoxyph 

enylamino)m 

ethyl)-N-(2- 

amino-4- 

fluoro-5- 

(thiophen-2- 

yl)phenyl)ben 

zamide 


*H NMR: (DMSO) 5 (ppm): 9.65 (s, 
1H), 7.96 (d, J=8.0 Hz, 2H), 7.48-7.51 
(m, 4H), 7.31 (d, J=4.0 Hz, 1H), 7.11 (d, 
J=4.0 Hz, 1H), 6.80 (d, J=8.8 Hz, 1H), 
6.50 (d, J=13.6 Hz, 1H), 6.35 (d, J=2.8 
Hz, 1H), 6.03-6.01 (m, 2H), 5.50 (bs, 
2H), 4.34 (d,J=6.0 Hz, 2H), 3.70 (s, 
3H), 3.62 (s, 3H).MS: (calc.) 477.6; 
(obt.) 478.4 (MH) + . 


41 


57a 


209a 


H 2 N 

/°>> NH 0 V/ 

°\ ^ N 


N-(5-(l- 

methyl-lH- 

imidazol-2- 

ylthio)-2- 

amino-4- 

fluorophenyl)- 

4((3,4 

dimethoxyph 

enylamino)m 

ethyDbenzam 

ide 


J H NMR: (DMSO) 5 (ppm): 9.5 (s, 1H), 
7.86 (d, J=8.4 Hz, 2H), 7.43 (d, J=8.4 
Hz, 2H), 7.2 (s, 1H), 7.10 (d, J=8.4 Hz, 
lH),6.90(s, 1H), 6.6 (d, J=8.8 Hz, 1H), 
6.56 (d, J=11.6 Hz, 1H), 6.29 (d, J=2.4 
Hz, 1H), 5.95 (dd, J=2.4, 8.8 Hz,2H), 
5.52 (bs, 2H), 4.28 (bs, 2H), 3.64 (s, 
6H), 3.57 (s, 3H).MS: (calc.) 507.6; 
(obt.) 508.4 (MH) + . 


42 


57b 


209b 


H 2 N 

c 0 

0 


44(3,4- 

dimethoxyph 

enylamino)m 

ethyl)-N-(5-(4- 

(lH-imidazol- 

1- 

yDphenoxy)- 
2-amino-4- 
fluorophenyl) 
benzamide 


X H NMR: (DMSO) 5 (ppm): 7.87 (d, 
J=8.4 Hz, 2H), 7.75 (bs, 1H), 7.60 (d, 
J=8.0 Hz, 2H), 7.44 (d, J=8.4 Hz, 2H), 
7.26 (bs, 1H), 7.14 (d, J=8.0 Hz, 1H), 
7.03 (d, J=8.0 Hz, 2H), 6.723 (d, 
J=13.2 Hz, 1H), 6.62 (d, J=8.4 Hz, 1H), 
6.29 (d, J=2.4 Hz, 1H), 5.96 (dd, J=2.4, 
8.8 Hz, 2H), 4.28 ( bs, 2H), 3.64 (s, 3H), 
3.57 (s, 3H)MS: (calc.) 553.6; (obt.) 
554.5 (MH) + . 


42 



10/574,088 
Substitute specification 



210 



Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


58 


213 


H 2 N 

)=\ 


4-acetamido- 

N-(2-amino-4- 

fluoro-5-(lH- 

pyrrol-1- 

yl)phenyl)ben 

zamide 


*H NMR: (DMSO) 5 (ppm): 10.11 (s, 
1H), 9.48 (s, 1H), 7.83 (d, J=8.4 Hz, 
2H), 7.56 (d, J=8.8 Hz, 2H), 7.20 (d, 
J=8.4 Hz, 1H), 6.86 (dd, J=2.0, 4.0 Hz, 
2H), 6.62 (d, J=12.8Hz, 1H), 6.10 (2H, 
dd, J=2.0, 4.0 Hz, 2H), 5.28 (bs, 2H), 
2.09 (s, 3H). MS: (calc.) 352.36; (obt.) 
353.2 (MH) + . 


42 


59 


218 


0^ H 2 N 


44(3,4- 

dimethoxyph 

enylamino)m 

ethyl)-N-(2- 

amino-4- 

fluoro-5- 

indole-5- 

carbonitrile)b 

enzamide 


*H NMR: (DMSO) 8 (ppm):8.08 (bs, 
1H), 7.96 (d,J=8.0 Hz, 2H), 7.54 (d, 
J=8.0 Hz, 2H), 7.41-7.50 (m, 2H), 7.40 
(d, J=8.0 Hz, 1H), 7.35 (d, J=7.6 Hz, 
1H), 6.83 (d,J=8.0 Hz, 1H), 6.80 (d, 
J=2.4 Hz, 1H), 6.72 (d, J=8.8 Hz, 1H), 
6.38 (d, J=2.4 Hz, 1H), 6.15 (dd, J=2.4, 
8.8 Hz, 1H), 4.41 (bs, 2H), 3.76 (s, 3H), 
3.73 (s, 3H). MS: (calc.) 535.5; (obt.) 
536.3 (MH) + . 


43 


60 


223 


0 


4-acetamido- 

N-(2-amino-4- 

(thiazol-2- 

yl)phenyl)ben 

zamide 


X H NMR: (CD30D) 5 (ppm):7.95 (d, 

J=8.8 Hz, 2H), 7.60 (d, J=3.2 Hz, 1H), 
7.73-7.71 (m, 2H), 7.56 (d, J=3.2 Hz, 
1H), 7.48 (bs, 1H), 7.32 (bs, 2H), 2.17 
(s, 3H) MS: (calc.)352.4; (obt.) 353.2 
(MH) + . 


44 


61a 


224a 




4-acetamido- 

N-(2-amino-5- 

(thiazol-2- 

yl)phenyl)ben 

zamide 


X H NMR: (CD30D) 5 (ppm): 7.97 (d, 
J=8.4 Hz, 2H), 7.77 (d, J=2.0 Hz, 1H), 
7.71-7.73 (m, 3H), 7.56 (d, J=3.20 Hz, 
1H), 7.48 (bs, 1H), 7.32 (bs, 2H), 6.92 
(d, J=8.8 Hz, 1H), 2.17 (s, 3H) MS: 
(calc.) 352.41; (obt.) 353.2 (MH) + . 


44 


61b 


224b 


H 2 N 

0 


4-acetamido- 
N-(2-amino-5- 
(4- 

phenylthiazol 

-2- 

yl)phenyl)ben 
zamide 


X H NMR: (DMSO) 5 (ppm):10.18 (s, 

1H), 9.64 (s, 1H), 8.00-7.94 (m, 5H), 
7.84 (d, J=2.0 Hz, 1H), 7.68 (dd, J=1.6, 
7.2 Hz, 2H), 7.61 (dd, J=2.0, 8.4 Hz, 
1H), 7.42 (dt,J=1.6, 7.2 Hz, 2H), 7.32 
(d, J=1.6, 7.2 Hz, 1H), 6.84 (d, J=8.4 
Hz, 1H), 5.52 (bs, 2H), 2.09 (s, 3H).MS: 
(calc.) 428.5; (obt.) 429.1(MH) + . 


44 



10/574,088 
Substitute specification 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


61c 


224c 


H 2 N 


4-Acetamido- 
N-(2-amino-5- 
(4,5- 

dimethylthiaz 
ol-2- 

yl)phenyl)ben 
zamide 


*H NMR: (DMSO) 5 (ppm): 10.25 (s, 
1H), 9.63 [s, 1H), 7.93 (d, J=8.8 Hz, 
2H), 7.68-7.67 (m, 3H), 7.41 (dd, J=2.0, 
8.4 Hz, 1H), 6.77 (d, J=8.4 Hz, 1H), 
5.40 (bs, 2H), 2.32 (s, 3H), 2.24 (s, 3H), 
2.08 (s, 3H) MS: (calc.) 380.4; (obt.) 
381.1 (MH) + . 


44 


62 


228 


H 2 N 


4-Acetamido- 
N-(2-amino-5- 
(benzo[d]oxa 
zol-2- 

yl)phenyl)ben 
zamide 


J H NMR: (DMSO) 5 (ppm): 10.22 (s, 
1H),9.62 (s, 1H), 8.05 (d, J=2.4 Hz, 
1H), 7.89 (d, J=8.4Hz, 2H), 7.80 (1H, 
dd, J=2.0, 8.4 Hz, 1H), 7.68-7.73 (m, 
4H), 7.33-7.35 (m, 2H), 6.91 (d, J=8.4 
Hz, 1H), 5.86 (bs, 2H), 2.12 (s, 3H) MS: 
(calc.) 386.41; (obt.) 387.1 (MH) + . 


45 


63 


232 


A 


(E)-3-(4-((3- 

Chlorophenyl 

amincOmethyl 

)phenyl)-N-(2- 

amino-5- 

(thiophen-2- 

yl)phenyl)acr 

ylamide 


*H NMR: (DMSO) 5 (ppm): 9.42 (bs, 
1H), 7.66-7.32 (m, 7H), 7.22-7.14 (m, 
2H), 7.10-7.00 (m, 2H), 6.87-6.74 (m, 
1H), 6.62-6.50 (m, 4H), 5.19 (bs, 
lH),4.29(d,J=5.6Hz, 2H), MS: (calc.) 
459.2; (obt.) 460.3 (MH) + . 


46 



Table la (cont.) 



Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


64 


235 


H 


6- 

Acetamido- 
N-(2-amino- 
5-(thiophen- 
2- 

yl)phenyl)py 
ridine-3- 
carboxamid 
e 


X H NMR: (DMSO) 5 (ppml0.79 (br s, 

1H), 9.75 (br s, 1H), 8.90 (s, 1H), 8.31 
(d, J=9.4 Hz, 1H), 8.15 (d, J=8.5 Hz, 
1H), 7.42 (s, 1H), 7.33 (m, 1H), 7.28 (d, 
J=8.5 Hz, 1H), 7.22 (s, 1H), 7.02 (m, 
1H), 6.78 (d, J=8.0 Hz, 1H), 5.20 (br s, 
2H), 2.13 (s, 3H). MS: (calc.) 352.1; 
(obt.) 353.2 (MH) + . 


47 
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Substitute specification 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


65a 


238a 


0 r<|| 


N-(2-amino- 
5-(thiophen- 

2- 

\/hnhpn\/hni i 

inoxaline-6- 
carboxamid 
e 


*H NMR: (DMSO) 5 (ppm): 10.09 (br s, 
1H), 9.04 (dd, J=6.7, 1.8 Hz, 2H), 8.79 
(d, J=1.8 Hz, 1H), 8.37 (dd, J=8.9, 2.0 
Hz, 1H), 8.20 (d, J=8.6 Hz, 1H), 7.51 (d, 
J=2.2 Hz, 1H), 7.34 (dd, J=4.9, 1.0 Hz, 
1H), 7.30 (dd, J=2.1, 8.1 Hz, 1H), 7.24 
(dd, J=3.5, 1.2 Hz, 1H), 7.04 (dd, J=4.9, 
3.5 Hz, 1H), 6.81 (d, J=8.2 Hz, 1H), 5.28 
(br s, 2H). MS: (calc.) 346.1 (obt.) 347.1 
(MH) + . 


48 


65b 


238b 




N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
2,3-di(furan- 
2- 

yDquinoxalin 
e-6- 

carboxamid 
e 


*H NMR: (CD 3 OD) 8 (ppm): 8.56 (s, 

1H), 8.21 (d, J=8.6 Hz, 1H), 8.03 (d, 

J=8.8 Hz, 1H), 7.63 (s, 2H), 7.45 (d, 

1-1 7 H7 1H) 7 97 Id 1-8 4 H7 1 HI 
j— 1./ nz., iny, / .c-i \\x } j— o.h- nz., iny, 

7.13 - 7.12 (m, 2H), 6.90 (t, J=4.1 Hz, 
1H), 6.83 (d, J=8.4 Hz, 1H), 6.69 (t, 
J=3.9 Hz, 2H), 6.55 - 6.56 (m, 2H).MS: 
(calc.) 478.1; (obt.) 479.1 (MH) + . 


48 


65c 


238c 


f\ M Ml 

s iT N Y^r N ^T 

J^ N ^ H NH 2 


N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
2,3- 

ditthiophen- 
2- 

yDquinoxalin 
e-6- 

carboxamid 
e 


X H NMR: (DMSO) 5 (ppm): 10.09 (s, 
1H), 8.75 (d, J=1.8 Hz, 1H), 8.32 (dd, 
J=8.6, 2.0 Hz, 1H), 8.12 (d, J=8.6 Hz, 
1H), 7.84 - 7.82 (m, 2H), 7.52 (d, J=2.0 
Hz, 1H), 7.35- 7.24 (m, 5H), 7.14-7.11 
(m, 2H), 7.03 (dd, J=5.0, 3.5 Hz, 1H), 
6.81 (d, J=8.4 Hz, 1H), 5.29 (s, 2H).MS: 
(calc.) 510.1; (obt.) 511.1 (MH) + . 


48 


66 


242 




N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
4- 

(morpholino 
methyDbenz 
amide 


X H NMR: (CDCU) 5 (ppm): 8.61 8.59 
(m, 1H), 8.02 (br s, 1H), 7.86 (d, J=8.0 
Hz, 2H), 7.53 (br s, 1H), 7.44 (d, J=8.0 
Hz, 2H), 7.33 (dd, J=8.2, 2.2 Hz, 1H), 
7.30-7.26 (m, 1H), 7.17 (dd, J=5.1, 1.2 
Hz, 1H), 7.15 - 7.14 (m, 1H), 7.01 (dd, 
J=5.1, 3.5 Hz, 1H), 6.82 (d, J=8.2 Hz, 
1H), 3.73 (t, J=4.7 Hz, 4H), 3.57 (s, 2H), 
2.47 (t, J=4.3 Hz, 4H). MS: (calc.) 
393.2; (obt.) 394.2 (MH) + . 


49 



10/574,088 
Substitute specification 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


67a 


245a 




N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 

5. 

bromobenz 
ofuran-2- 
carboxamid 
e 


*H NMR: (DMSO) 5 (ppm): 10.01 (s, 
1H), 8.05 (d, J=1.6 Hz, 1H), 7.69 - 7.67 
(m, 2H), 7.61 (dd, J=8.8, 2.0 Hz, 1H), 
7.44 (d, J=2.2 Hz, 1H), 7.34 (dd, J=5.1, 
1.2 Hz, 1H), 7.30 (dd, J=8.4, 2.2 Hz, 
1H), 7.23 (dd, J=3.6, 1.2 Hz, 1H), 7.02 
(dd, J=4.9, 3.6 Hz, 1H), 6.79 (d, J=8.4 
Hz, 1H), 5.24 (s, 2H). MS: (calc.) 413.0 
(d); (obt.) 414.0 (d) (MH) + . 


50 


67b 


245b 




N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
5,6- 

dimethoxyb 
enzofuran- 
2- 

carboxamid 
e 


J H NMR: (DMSO) 8 (ppm9.77 (s, 1H), 
7.64 (s, 1H), 7.51 (d, J=2.1 Hz, 1H), 
7.37 (dd, J=5.1, 1.2 Hz, 1H), 7.33 (d, 
1-2 ? H7 1 H) 7 31 - 7 3D (m 2H1 7 ?fi 
(dd, J=3.7, 1.2 Hz, 1H), 7.06 (dd, J=5.1, 
3.5 Hz, 1H), 6.83 (d, J=8.5 Hz, 1H), 5.22 
(s, 2H), 3.88 (s, 3H), 3.85 (s, 3H). MS: 
(calc.) 394.1; (obt.) 395.1 (MH) + . 


50 


67c 


245c 




N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
5- 

fluorobenzo 
furan-2- 
carboxamid 
e 


X W NMR: (DMSO) 5 (ppm): 9.98 (s, 1H), 
7.75 - 7.71 (m, 2H), 7.63 (dd, J=9.0, 2.8 
Hz 1H) 7 44 (H 1-2 D H7 1 H) 7 3fi - 
7.29 (m, 3H), 7.23 (dd, J=3.5, 1.1 Hz, 
1H), 7.03 (dd, J=5.1, 3.7 Hz, 1H), 6.79 
(d, J=8.4 Hz, 1H), 5.24 (s, 2H). MS: 
(calc.) 352.1; (obt.) 353.1 (MH) + . 


50 


67d 


245d 


CI 

H 2 N 


N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
4,6- 

dichloroben 
zofuran-2- 
carboxamid 
e 


X H NMR: (DMSO) 5 (ppm): 10.04 (s, 
1H), 7.95 (dd, J=1.6, 1.0 Hz, 1H), 7.85 
(s, 1H), 7.63 (d, J=1.6 Hz, 1H), 7.43 (d, 
J=2.2 Hz, 1H), 7.34 (dd, J=5.1, 1.2 Hz, 
1H), 7.30 (dd, J=8.4, 2.3 Hz, 1H), 7.23 
(dd, J=3.5, 1.2 Hz, 1H), 7.03 (dd, J=5.1, 
3.5 Hz, 1H), 6.78 (d, J=8.3 Hz, 1H), 5.28 
(s, 2H) MS: (calc.) 403.0 (d); (obt.) 
404.0 (d) (MH) + . 


50 



10/574,088 
Substitute specification 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


67e 


245e 


OMe 

H 2 N 


N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
4,6- 

dimethoxyb 
enzofuran- 
2- 

carboxamid 
e 


X H NMR: (DMSO) 5 (ppm): 9.68 (s, 1H), 
7.64 (s, 1H), 7.46 (d, J=2.0 Hz, 1H), 
7.32 (d, J=1.0 Hz, 1H), 7.27 (dd, J=8.2, 
2.1 Hz, 1H), 7.22 (dd, J=3.5, 1.0 Hz, 
1H), 7.02 (dd, J=4.9, 3.5 Hz, 1H), 6.84 
(s, 1H), 6.78 (d, J=8.4 Hz, 1H), 6.47 (d, 
J=1.7Hz, 1H), 5.20 (s, 2H), 3.90 (s, 3H), 
3.83 (s, 3H). MS: (calc.) 394.1; (obt.) 
395.1 (MH) + . 


50 


67f 


245f 




N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
6- 

(diethylamin 


X H NMR: (DMSO) 5 (ppm): 9.60 (s, 1H), 
7.51 - 7.49 (m, 3H), 7.33 (dd, J=5.1, 1.2 
Hz, 1H), 7.27 (dd, J=8.2, 2.1 Hz, 1H), 
7.22 (dd, J=3.5, 1.2 Hz, 1H), 7.02 (dd, 
J=5.0, 3.5 Hz, 1H), 6.80 - 676 (m, 3H)| 
5.17 (s, 2H), 3.40 (q, J=6.8 Hz, 4H), 
1.13 (t, J=7.0 Hz, 6H). MS: (calc.) 405.1; 
(obt.) 406.1 (MH) + . 


50 








o)benzofura 
n-2- 

carboxamid 
e 




68 


250 


H 


2- 

acetamido- 
N-(2-amino 
5-(thiophen- 
2- 

yl)phenyl)py 
rimidine-5- 
carboxamid 
e 


X H NMR: (DMSO) 5 (ppm): 10.90 (s, 
1H), 9.87 (s, 1H), 9.16 (s, 2H), 7.47 (d, 
J=2.2 Hz, 1H), 7.36 (dd, J=5.1, 1.2 Hz, 
1H), 7.32 (dd, J=8.4, 2.2 Hz, 1H), 7.25 
(ddj=3.5, l.'l Hz, 1H), 7.05 (ddj=5.1, 
3.7 Hz, 1H), 6.81 (d, J=8.4 Hz, 1H), 5.33 
(br s, 2H), 2.26 (s, 3H). MS: (calc.) 
353.1; (obt.) 354.1 (MH) + . 


51 


69a 


253a 




N-(2-amino- 

5-(thiophen- 

2-yl)phenyl)- 

4-(3,5- 

dimethyl- 

lH-pyrazol- 

1- 

yDbenzamid 
e 


X H NMR: (DMSO) 5 (ppm): 9.81 (s, 1H), 
8.09 (d, J=8.4 Hz, 2H), 7.64 (d, J=8.6 
Hz, 2H), 7.46 (d,J=2.0 Hz, 1H), 7.33 
(dd, J=5.1, 1.2 Hz, 1H), 7.28 (dd, J=8.2, 
2.2 Hz, 1H), 7.23 (dd, J=3.5, 1.0 Hz, 
1H), 7.03 (dd, J=5.1,3.5Hz, 1H), 6.80 
(d, J=8.3Hz, lH),6.12(s, 1H), 5.19 (s, 
2H), 2.38 (s, 3H), 2.20 (s, 3H).MS: (calc.) 
388.1; (obt.) 389.1 (MH) + . 


52 



10/574,088 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


69b 


253b 




N-(2-amino- 

5-(thiophen- 

2-yl)phenyl)- 

4-(2,5- 

dimethyl- 

lH-pyrrol-1- 

yDbenzamid 

e 


*H NMR: (DMSO) 5 (ppm): 9.85 (s, 1H), 
8.14 (d, J=8.4 Hz, 2H), 7.49 (d, J=2.0 
Hz, 1H), 7.44 (d, J=8.4 Hz, 2H), 7.37 
(dd, J=5.1, 1.2 Hz, 1H), 7.32 (dd, J=8.5, 
2.4 Hz, 1H), 7.26 (dd, J=3.6, 1.0 Hz, 
1H), 7.07 (dd, J=5.1,3.5Hz, 1H), 6.83 
(d, J=8.4Hz, 1H), 5.86 (s, 2H), 5.24 (s, 
2H), 2.05 (s, 6H). MS: (calc.) 387.1; 
(obt.) 388.1 (MH) + . 


52 


70a 


256a 




N-(2-amino- 
5-(thiophen- 
2- 

yl)phenyl)be 

nzo[d][l,3]d 

ioxole-5- 

carboxamid 

e 


*H NMR: (DMSO) 8 (ppm): 9.59 (s, 1H), 
7.60 (dd, J=8.0, 1.6 Hz, 1H), 7.55 (d, 
J=1.6 Hz, 1H), 7.43 (d, J=2.2 Hz, 1H), 
7.35 (dd,J=4.9, 0.6 Hz, 1H), 7.29 (dd, 
J=8.2, 2.2 Hz, 1H), 7.24 (dd, J=3.7, 1.0 
Hz, 1H), 7.06- 7.04 (m, 2H), 6.79 (d, 
J=8.2 Hz, 1H), 6.13 (s, 2H), 5.15 (brs, 
2H). MS: (calc.) 338.1; (obt.) 339.1 
(MH) + . 


53 


70b 


256b 


ocM2 


N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
2,3- 

dihydroben 

zo[b][l,4]di 

oxine-6- 

carboxamid 

e 


X H NMR: (DMSO) 5 (ppm): 9.57 (s, 1H), 
7.54 (d, J=2.1 Hz, 1H), 7.51 (dd, J=8.4, 
2.1 Hz, 1H), 7.42 (d, J=2.1 Hz, 1H), 7.33 
(dd, J=5.1, 1.2 Hz, 1H), 7.26 (dd, J=8.4, 
2.3 Hz, 1H), 7.22 (dd, J=3.5, 1.2 Hz, 
1H), 7.02 (dd, J=5.1, 3.5 Hz, 1H), 6.95 
(d, J=8.2Hz, 1H), 6.79 (d, J=8.4 Hz, 
1H), 5.11 (s, 2H), 4.31-4.28 (m, 
4H). MS: (calc.) 352.1; (obt.) 353.1 
(MH) + . 


53 


70c 


256c 


OMe 


N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
7- 

methoxybe 

nzo[d][l,3]d 

ioxole-5- 

carboxamid 

e 


X H NMR: (DMSO) 5 (ppm): 9.60 (s, 1H), 
7.41 (d,J=2.2Hz, 1H), 7.36 (d,J=1.4 
Hz, 1H), 7.34 (dd, J=5.2, 1.2 Hz, 1H), 
/.30 - l.lb (m, 2H), 1 .16 (dd, J=3.6, 1.2 
Hz, 1H), 7.04 (dd, J=4.9, 3.5 Hz, 1H), 
6.79 (d, J=8.4 Hz, 1H), 6.10 (s, 2H), 
5.14 (brs, 2H), 3.91 (s, 3H). MS: (calc.) 
368.1; (obt.) 369.1 (MH) + . 


53 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


71a 


258a 


MeO^U " U 


N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
3,4- 

dimethoxyb 
enzamide 


J H NMR: (DMSO) 5 (ppm): 9.64 (s, 1H), 
7.63 (dd, J=8.2, 2.0 Hz, 1H), 7.57 (d, 
J=2.2 Hz, 1H), 7.42 (d, J=2.2 Hz, 1H), 
7.33 (dd, J=5.1, 1.2 Hz, 1H), 7.28 (dd, 
J=8.3, 2.3 Hz, 1H), 7.23 (dd, J=3.5, 1.2 
Hz, 1H), 7.05 (d,J=8.6 Hz, 1H), 7.02 
(dd, J=5.1, 3.6 Hz, 1H), 6.79 (d, J=8.3 
Hz, 1H), 5.12 (brs, 2H), 3.83 (s, 3H), 
3.82 (s, 3H).MS: (calc.) 354.1; (obt.) 
355.1 (MH) + . 


54 


71b 


258b 




N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
1H- 

benzo[d][l, 
2,3]triazole- 
5- 

carboxamid 
e 


X H NMR: (DMSO) 5 (ppm9.90 (s, 1H), 
8.66 (s, 1H), 8.05 (d, J=9.8 Hz, 1H), 
7.96 (d,J=8.6 Hz, 1H), 7.49 (d, J=2.0 
Hz, 1H), 7.33 (dd, J=5.1, 1.2 Hz, 1H), 
7.30 (dd, J=8.2, 2.2 Hz, 1H), 7.23 (dd, 
J=3.5, 1.1 Hz, 1H), 7.03 (dd, J=5.0, 3.7 
Hz, 1H) 6.81 (d, J=8.4 Hz, 1H), 5.23 (br 
s, 2H).MS: (calc.) 335.1; (obt.) 336.0 
(MH) + . 


54 


71c 


258c 


(KM 


N-(2-amino 
5-(thiophen- 
2-yl)phenyl)- 
2-(pyridin-4- 
yDthiazole- 
4- 

carboxamid 
e 


X H NMR: (DMSO) 8 (ppm): 9.94 (s, 1H), 
8.78 (m, 3H), 8.11 (dd, J=4.3, 1.6 Hz, 
2H), 7.64 (d, J=2.2 Hz, 1H), 7.38 (dd, 
J=5.1, 1.0 Hz, 1H), 7.33 (dd, J=8.2, 2.1 
Hz, 1H), 7.28 (dd, J=3.7, 1.2 Hz, 1H), 
7.07 (dd,J=5.1,3.7Hz, 1H), 6.86 (d, 
J=8.4Hz, 1H), 5.23 (s, 2H). MS: (calc.) 
378.0; (obt.) 379.0 (MH) + . 


54 


71d 


258d 


H 


N-(2-amino- 
5-(thiophen- 
2-yl)phenyD- 
1H- 

benzo[d]imi 
dazole-5- 
carboxamid 
e 


X H NMR: (DMSO) 5 (ppm): 9.72 (s, 1H), 
8.34 (s, 2H), 7.87-7.85 (m, 2H), 7.48 
(d, J=1.8Hz, 1H), 7.34 (dd, J=5.1, 1.0 
Hz, 1H), 7.28 (dd, J=8.1, 5.2 Hz, 1H), 
7.23 (dd, J=3.5, 1.2 Hz, 1H), 7.03 (dd, 
J=5.1, 3.6 Hz, 1H), 6.80 (d, J=8.4 Hz, 
1H), 5.15 (s, 2H). MS: (calc.) 334.1; 
(obt.) 335.0 (MH) + . 


54 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


71e 


258e 




N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 

2- 

naphthamid 
e 


2 H NMR: (DMSO) 5 (ppm): 9.90 (s, 1H), 
8.62 (s, 1H), 8.07-7.98 (m, 4H), 7.63- 
7.60 (m, 2H), 7.51 (d, J=2.1 Hz, 1H), 
7.34 (dd, J=5.1, 1.2 Hz, 1H), 7.30 (dd, 
J=8.4, 2.2 Hz, 1H), 7.24 (dd, J=3.5, 1.2 
Hz, 1H), 7.04 (dd, J=5.1, 3.7 Hz, 1H), 
6.81 (d, J=8.4 Hz, 1H), 5.21 (s, 2H).MS: 
(calc.) 344.1; (obt.) 345.1(MH) + . 


54 


71f 


258f 


H 2 N 


N-(2-amino- 
5-(thiophen- 
2- 

yl)phenyl)be 

nzo[b]thiop 

hene-2- 

carboxamid 

e 


X H NMR: (DMSO) 5 (ppm): 9.99 (s, 1H), 
8.32 (s, 1H), 8.03 (dd, J=8.4, 2.0 Hz, 
1H), 7.97 (dd, J=6.6, 2.7 Hz, 1H), 7.49 - 
7.43 (m, 3H), 7.33 (dd, J=5.0, 1.1 Hz, 
1H), 7.30 (dd, J=8.2, 2.2 Hz, 1H), 7.24 
(dd, J=3.6, 1.0 Hz, 1H), 7.03 (dd, J=5.2, 
3.7 Hz, 1H), 6.80 (d, J=8.4 Hz, 1H), 5.24 
(s, 2H).MS: (calc.) 350.0; (obt.) 351.0 
(MH) + . 


54 


71g 


258g 


0 rp^ 


N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
3,4-dihydro- 
2H- 

benzo[b][l, 
4]dioxepine- 
7- 

carboxamid 
e 


X H NMR: (DMSO) 5 (ppm): 9.61 (s, 1H), 
7.63 (d, J=2.2 Hz, 1H), 7.59 (dd, J=8.4, 
2.2 Hz, 1H), 7.41 (d, J=2.0 Hz, 1H), 7.33 
(d, J=5.1 Hz, 1H), 7.27 (dd, J=8.2, 2.2 
Hz, 1H), 7.22 (dd, J=3.5, 1.0 Hz, 1H), 
7.06 - 7.01 (m, 2H), 6.78 (d, J=8.4 Hz, 
1H), 5.12 (br s, 2H), 4.22 - 4.17 (m, 4H), 
2.16 (quintet, J=5.5 Hz, 2H) MS: (calc.) 
366.1; (obt.) 367.1 (MH) + . 


54 


71a 
a 


258a 
a 


H 2 N 


4- 

acetamido- 
N-(2-amino- 
5-(thiophen- 
2- 

yl)phenyl)be 
nzamide 


X H NMR: (DMSO) 5 (ppm): 10.19 (s, 
1H), 9.61 (s, 1H), 7.94 (d, J = 8.6 Hz, 
2H), 7.68 (d, J = 8.6 Hz, 2H), 7.44 (d, J 
= 2.2 Hz, 1H), 7.34 (dd, J = 5.1, 1.2 Hz, 
1H), 7.27 (dd, J = 8.2, 2.2 Hz, 1H), 7.23 
(dd, J = 3.7, 1.2 Hz, 1H), 7.03 (dd, J = 
5.1, 4.1 Hz, 1H), 6.79 (d, J = 8.4 Hz, 
1H), 5.13 (s, 2H), 2.09 (s, 3H). MS: 
(calc.) 351.1; (obt.) 352.3 (MH) + . 


54 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


71b 
b 


258b 
b 


F^ 0 A^ H NH 2 


(E)-N-(2- 

amino-5- 

(thiophen-2- 

yl)phenyl)-3- 

(2,2- 

difluoroben 

zo[d][l,31di 

oxol-5- 

yDacrylamid 

e 


*H NMR: (DMSO) 5 (ppm): 9.46 (s, 1H), 
7.68 (s, 1H), 7.65 (d, J = 2.2 Hz, 1H), 
7.57 (d, J = 7.8 Hz, 1H), 7.48 (s, 2H), 
7.34 (dd, J = 5.2, 1.0 Hz, 1H), 7.23 (dd, 
J = 8.4, 2.2 Hz, 1H), 7.20 (dd, J = 3.6, 
1.2 Hz, 1H), 7.03 (dd, J = 5.1, 3.7 Hz, 
1H), 6.85 (d,J= 15.7 Hz, 1H), 6.76 (d, J 
= 8.4 Hz, 1H), 5.20 (s, 2H). MS: 400.07 
(calc), 401.1 (obs). 


54 


71c 

c 


258c 
c 




N-(2-amino- 
5-(thiophen- 
2- 

yl)phenyl)qu 
inoline-6- 
carboxamid 
e 


*H NMR: (DMSO) 8 (ppm): 9.97 (s, 1H), 
8.99 (dd,J= 4.1, 1.6 Hz, 1H), 8.68 (d, J 
= 1.8 Hz, 1H), 8.50 (d, J = 8.2 Hz, 1H), 
8.29 (dd,J= 8.8, 2.0, 1H), 8.10 (d, J = 
8.8 Hz, 1H), 7.62 (dd, J = 8.2, 4.3 Hz, 
1H), 7.50 (d, J = 2.2 Hz, 1H), 7.34 (dd, J 
= 4.9, 0.98 Hz, 1H), 7.30 (dd, J= 8.2, 
2.2 Hz, 1H), 7.24 (dd, J = 3.5, 1.2 Hz, 
1H), 7.04 (dd, J= 5.1, 3.5 Hz, 1H), 6.82 
(d, J= 8.2 Hz, 1H), 5.24 (s, 2H) MS: 
345.09 (calc), 346.0 (obs). 


54 


71d 
d 


258d 
d 


MecA^ H NH * 


(E)-N-(2- 

amino-5- 

(thiophen-2- 

yl)phenyl)-3- 

(3,4- 

dimethoxyp 
henyDacryla 
mide 


J H NMR: (DMSO) 5 (ppm): 9.33 (s, 1H), 
7.68 (d,J= 1.6 Hz, 1H), 7.49 (d, J= 15.5 
Hz, 1H), 7.33 (dd, J= 5.1, 0.98 Hz, 1H), 
7.22 (d, J= 2.2 Hz, 1H), 7.20 (d, J= 0.98 
Hz, 2H), 7.19 (d, J= 1.2 Hz, 1H), 7.16 (d, 
J= 8.2 Hz, 1H), 7.02(dd,J=5.1,3.7Hz, 
1H), 7.00 (d,J= 8.4 Hz, 1H), 6.76 (t, J= 
8.6 Hz, 1H), 5.19 (s, 2H), 3.81 (s, 3H), 
3.79 (s,3H). MS: 380.12 (calc), 381.1 
(obs). 


54 


71e 
e 


258e 
e 


0 r^S 


N-(2-amino- 

5-(thiophen- 

2-yl)phenyl)- 

4-(lH- 

pyrrol-1- 

yDbenzamid 

e 


X H NMR: (DMSO) 5 (ppm): 9.73 (s, 
1H), 8.07 (d,J=8.4Hz, 2H), 7.73 (d, J= 
8.4 Hz, 2H), 7.51 (d, J=1.8Hz, 2H), 
7.44 (s, 1H), 7.33 (d, J= 5.1 Hz, 1H), 
7.28 (dd,J= 8.2, 1.6 Hz, 1H), 7.23 (d, 
J= 3.5 Hz, 1H), 7.03 (t, J= 4.1 Hz, 1H), 
6.79 (d, J= 8.4 Hz, 1H), 6.30 (s, 2H), 
5.16 (s, 2H). MS: 359.11 (calc), 360.1 
(obs). 


54 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


71ff 


258ff 


NT 


N-(2-amino- 

5-(thiophen- 

2-yl)phenyl)- 

4-(lH- 

imidazol-1- 

yDbenzamid 

e 


X H NMR: (DMSO) 5 (ppm): 9.79 (s, 
1H), 8.40 (s, 1H), 8.12 (d,J= 8.4 Hz, 
2H), 7.88 (s, 1H), 7.82 (d, J= 8.6 Hz, 
2H), 7.45 (d, J= 1.8 Hz, 1H), 7.33 (dd, 
J= 4.9, 0.78 Hz, 1H), 7.29 (dd, J= 8.2, 
2.2 Hz, 1H), 7.23 (d, J= 3.5 Hz, 1H), 
7.13 (s, 1H), 7.04 to 7.02 (m, 1H), 6.79 
(d, J= 8.4 Hz, 1H), 5.19 (s, 2H). MS: 
360.1 (calc), 361.1 (obs). 


54 


71g 
g 


258g 
g 


u Ml 

\J H NH 2 
OMe 


N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
3,5- 

dimethoxyb 
enzamide 


X H NMR: (DMSO) 8 (ppm): 9.68 (s, 
1H), 7.40 (d,J= 2.0 Hz, 1H), 7.32 (dd, 
J= 5.1, 1.2 Hz, 1H), 7.27 (dd, J= 8.2, 
2.2 Hz, 1H), 7.21 (dd, J= 3.5, 1.2 Hz, 
1H), 7.13 (d, 2.2 Hz, 2H), 7.01 (dd, J= 
5.1,3.5 Hz, 1H), 6.78 (d, J= 8.2 Hz, 1H), 
6.66 (t, J=2.2Hz, 1H), 5.11 (s, 2H), 
3.79 (s, 6H). MS: 354.1 (calc), 355.1 
(obs). 


54 


71h 
h 


258h 
h 


1 


N-(2-amino- 

5-(thiophen- 

2-yl)phenyl)- 

4-((4,6- 

dimethylpyri 

midin-2- 

yl)(methyl)a 

mino)benza 

mide 


2 H NMR: (DMSO) § (ppm): 9.72 (lH,s), 
7.97 (2H,d,8.6 Hz), 7.50 to 7.46 (3H,m,), 
7.34(lH,dd,3.9andl.2Hz), 7.28 
(lH,dd,6.1 and 2.3 Hz), 7.23 (lH,dd,2.3 
and' 1.2 Hz), 7.04 (lH,dd,3.5 and' 1.4 
Hz), 6.79 (lH,d,8.4 Hz), 6.59 (lH,s), 
5.18 (2H,s), 3.52 (3H,s), 2.25 (6H,s,) 
MS: 429.2 (calc), 430.2 (obs). 


54 


71ii 


258ii 


S T 

O j^S 

^ N jO^ H nh 2 


N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
4- 

morpholino 
benzamide 


X H NMR: (DMSO) 5 (ppm): 9.49 (lH,s), 

7 RR I9U H R £ M 7 1 7 A"Z IMA c\ 7 
/ .00 lZM,a,O.D r\Z), 1 A6 11M,S;, 1 .50 

(lH,d,8.0 Hz), 7.26 to 7.21 (2H,m), 7.04 
to 6.99 (3H,m), 6.78 (lH,d,8.4), 5.1 
(2H,s), 3.74 to 3.73 (4H,m), 3.29 to 3.23 
(4H,m) MS: 379.1 (calc), 380.1 (obs). 


54 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


71jj 


258jj 




N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 

4- (3-methyl- 

5- oxo-4,5- 
dihydropyra 
zol-1- 

yDbenzamid 
e 


X H NMR: (DMSO) 5 (ppm): 9.70 (lH,s), 
8.03 (2H,d,8.8 Hz), 7.93 (lH,d,8.8), 7.70 
- 7.62 (lH,m), 7.46 (lH,d,2.2 Hz), 7.34 
(lH,dd,4.1 and 1.0 Hz), 7.28 (lH,dd,6.1 
and 2.2 Hz), 7.24 (lH,dd,2.5 and 1.0), 
7.03 (lH,dd, 3.5 and 1.6), 6.80 
(lH,d,8.4 Hz), 5.14 (lH,s), 4.19 (2H,m), 
2.12 (3H,s) MS: 390.1 (calc), 391.2 
(obs). 


54 


71k 
k 


258kk 


o 


N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
4-(4- 

methylpiper 
azin-1- 
yDbenzamid 
e 


X H NMR: (DMSO) 5 (ppm): 9.48 (s, 1H), 
7.87 (d, J= 9.0 Hz, 2H), 7.44 (d, J= 2.2 
Hz, 1H), 7.34 (d, J=4.9Hz, 1H), 7.26 
(dd, J=8.4, 2.2 Hz, 1H), 7.23 (d, J= 3.5 
Hz, 1H), 7.03 (dd, J= 5.1, 3.7 Hz, 1H), 
6.99 (d,J=9.0 Hz, 2H), 6.79 (d, J= 8.2 
Hz, 1H), 5.09 (s, 2H), 3.36 (t, J= 6.7 Hz, 
4H), 2.45 (t, J= 4.9 Hz, 4H), 2.23 (s, 3H). 
MS: 392.17 (calc), 393.2 (obs). 


54 


7111 


25811 


0 


N-(2-amino- 
5-(thiophen- 
2- 

yl)phenyl)be 
nzo[d]thiazo 
le-6- 

carboxamid 
e 


X H NMR: (DMSO) 5 (ppm): 9.87 (s, 
1H), 9.55 (s, 1H), 8.83 (s, 1H), 8.17 (q, 
J= 8.4 Hz, 2H), 7.50 (s, 1H), 7.35 (d, J= 
5.1 Hz, 1H), 7.30 (dd, J= 8.2, 1.8 Hz, 
1H), 7.24 (d,J= 3.3 Hz, 1H), 7.04 (t, J= 
4.5 Hz, 1H), 6.84 (d, J= 8.4 Hz, 1H), 
5.23 (s, 2H). MS: 351.05 (calc), 352.0 
(obs). 


54 


71m 
m 


258m 
m 




4- ((2-amino- 

5- (thiophen- 
2- 

yl)phenyl)ca 
rbamoyDph 
enyl 4- 
hydroxyben 
zoate 


X H NMR: (DMSO) 5 (ppm): 9.76 (lH,s), 
8.07 (2H,d,8.6), 7.97 (2H,d,8.4 Hz), 7.46 
(lH,s), 7.39-7.33 (3H,m), 7.29 
(lH,dd,6.1 and 2.2), 7.24 (lH,d,3.5), 
7.04 (lH,dd,3.5 and 1.6 Hz), 6.91 - 6.89 
(2H,m), 6.80(lH,d,8.4), 5.19 (2H,s), 
4.15 (lH,s). MS: 430.1 (calc), 431.1 
(obs). 


54 


71n 
n 


258n 
n 


0 rii 

oV2 


N-(2-amino- 
5-(thiophen- 

2- 

yl)phenyl)thi 
ophene-3- 
carboxamid 
e 


X H NMR: (DMSO) 8 (ppm): 9.58 (s, 
1H), 8.32 (s, 1H), 7.62 (d, J= 2.0 Hz, 
2H), 7.42 (d,J=2.0Hz, 1H), 7.34 (d, J= 
5.1 Hz, 1H), 7.28 (dd, J= 8.2, 2.0 Hz, 
1H), 7.23 (d,J= 2.9 Hz, 1H), 7.03 (dd, 
J= 5.1,3.7 Hz, 1H), 6.79 (d, J= 8.4 Hz, 
lH),5.15(s,2H). MS: 300.04 (calc) 
301.1 (obs) 


54 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


71o 

0 


258o 

0 


o 

^^-S^ H NH 2 


N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
3- 

methylbenz 
o[b]thiophe 
ne-2- 

carboxamid 
e 


X H NMR: (DMSO) 5 (ppm): 9.58 (s, 
1H), 7.97 (dt, J= 41.5, 3.7 Hz, 2H), 7.54 
(s, 1H), 7.49 (t, J= 5.1 Hz, 1H), 7.29 (dd, 
J= 8.2, 2.0 Hz, 1H), 7.24 (d, J= 2.9 Hz, 
1H), 7.04 (t, J= 4.9 Hz, 1H), 6.82 (d, J= 
8.4 Hz, 1H), 5.17 (s, 2H), 2.68 (s, 3H). 
MS: 364.07 (calc) 365.1 (obs) 


54 


71p 
P 


258p 
P 




N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
4- 

hydroxyben 
zamide 


J H NMR: (DMSO) 5 (ppm): 9.49 (lH,s), 
7.85 (2H,d,8.6), 7.43 (lH,s,), 7.34 
(lH,d,5.1 Hz), 7.26(lH,d,6.1 Hz), 7.22 
(lH,d,3.5 Hz), 7.03 (lH,dd,5.1 and 0 Hz), 
6.84- 6.77 (3H,m), 5.09 (2H,s) MS: 
310.1 (calc), 311.1 (obs). 


54 


71q 
q 


258q 
q 




N-(2-amino- 
5-(thiophen- 
2-yOphenyO- 
4- 

methoxybe 
nzamide 


X W NMR: (DMSO) 5 (ppm): 9.59 (s, 1H); 
7.97 (d, J=8.8 Hz; 2H); 7.43 (d; J=2.2 
Hz; 1H); 7.34 (dd; J=1.2, 5.1 Hz; 1H); 
7.27 (dd; J=2.2, 8.2 Hz; 1H); 7.23 (dd; 
J=1.2, 3.5 Hz; 1H); 7.04 (d; J=8.8 Hz; 
2H); 7.03 (m, 1H); 6.79 (d; J=8.2 Hz; 
1H); 5.12 (bs, 2H); 3.84 (s, 3H).MS: calc: 
324.4; found: 325.2 (M+H) 


54 


71rr 


258rr 


0 


N-(2-amino- 
5-(thiophen- 

l- y \}\}\ ici ly \\ 

4- 

bromobenz 
amide 


X H NMR: (DMSO) 5 (ppm): 9.78 (s, 1H); 
7.93 (d, J=8.5 Hz; 2H); 7.71 (d, J=8.5 
Hz; 2H); 7.43 (d; J=1.9 Hz; 1H); 7.33 
(dd; J=1.2, 5.1 Hz; 1H); 7.28 (dd; J=1.9, 
8.3 Hz; 1H); 7.23 (dd; J=1.2, 3.5 Hz; 
1H); 7.03 (dd; J= 3.5, 5.1 Hz; 1H); 6.78 
(d; J=8.3 Hz; 1H); 5.20 (bs, 2H).MS: 
calc: 371.9 and 373.9; found: 373.1 and 
375.1 (M+H) 


54 


71s 

s 


258ss 


NH 

[^Y NH2 


N-(2-amino- 
5-(thiophen- 

2- 

yl)phenyl)be 
nzofuran-2- 
carboxamid 
e 


J H NMR: (DMSO) 5 (ppm): 9.73 (s, 1H); 
7.99 (s, 1H); 7.97 (s, 1H); 7.56 (d, J=7.2 
Hz; 1H); 7.50 (m, 2H); 7.45 (d; J=2.1 Hz; 
1H); 7.33 (dd; J=1.0, 5.1 Hz; 1H); 7.28 
(dd; J=2.1, 8.2 Hz; 1H); 7.23 (dd; J=1.0, 
3.5 Hz; 1H); 7.03 (dd; J= 3.5, 5.1 Hz; 
1H); 6.79 (d; J=8.2 Hz; 1H); 5.12 (bs, 
2H).MS: calc: 334.4; found: 335.1 (M+H) 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


71tt 


258tt 


0 

^ ^y NH2 
Ci 


N-(2-amino- 
5-(thiophen- 
2- 

yl)phenyl)be 
nzamide 


X H NMR: (CD30D) 5 (ppm): 8.52 (s, 
1H); 7.76 (d; J=7.4 Hz; 1H); 7.65 (d; J= 
8.4 Hz; 1H); 7.63 (s, 1H); 7.56 (d; J= 2.0 
Hz; 1H); 7.49 (m, 1H); 7.37 (dd; J=2.1, 
8.3 Hz; 1H); 7.34 (m, 1H); 7.23 (m, 2H); 
7.02 (dd; J=3.7, 5.3 Hz; 1H); 6.91 (d; 
J=8.3 Hz; 1H).MS: calc: 294.4; found: 
295.2 (M+H) 


54 


71u 
u 


258u 
u 


sj 

O r*=Si 

i 


N-(2-amino- 

5-(thiophen- 

2-yl)phenyl)- 

3,4-dihydro- 

4-methyl- 

2H- 

benzo[b][l, 
4]oxazine-7- 
carboxamid 
e 


l H NMR: (DMSO) 5 (ppm): 9.40 (s, 
1H), 7.50 (d,J= 8.4 Hz,lH), 7.42 (s, 
1H), 7.34 (d, J= 5.3 Hz, 2H), 7.25 (d, J= 

8.2 Hz, 1H), 7.22 (d, J= 2.7 Hz, 1H), 

7.03 (t, J= 4.9 Hz, 1H), 6.78 (d, J= 8.4 
Hz, 1H), 6.73 (d, J= 8.6 Hz, 1H), 5.06 (s, 
2H), 4.23 (d,J= 4.1 Hz, 2H), 3.30 (m, 
2H), 2.93 (s, 3H) MS: 365.12 (calc) 
366.1 (obs) 


54 


71w 
w 


258w 
w 


OMe / 
H 2 N 


N-(2-amino 
5-(thiophen- 
2-yl)phenyl)- 
7- 

methoxybe 
nzofuran-2- 
carboxamid 
e 


l H NMR: (DMSO) 5 (ppm): 9.90 (s, 
1H); 7.71 (s, 1H); 7.46 (d, J= 2.0 Hz; 
1H); 7.35 (s, 1H); 7.34 (m, 1H); 7.30 (dd; 
J=2.0, 8.4 Hz;lH); 7.27 (d; J= 7.9 Hz; 
1H); 7.24 (m, 1H); 7.08 (d; J= 7.9 Hz; 
1H); 7.04 (dd; J= 3.7, 5.1 Hz; 1H); 6.80 
(d; J=8.2 Hz; 1H); 5.12 (bs, 2H); 3.98 (s; 
3H). MS: calc: 364.4; found: 365.1 
(M+H) 


54 


72a 


261a 




N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
5- 

bromobenz 
o[b]thiophe 
ne-2- 

carboxamid 
e 


X H NMR: (DMSO) 5 (ppm): 10.08 (s, 
1H), 8.27 (s, 1H), 8.23 (d, J=1.8 Hz, 1H), 
8.02 (d, J=8.6 Hz, 1H), 7.60 (dd, J=8.6, 
2.0 Hz, 1H), 7.43 (d, J=2.3 Hz, 1H), 7.34 
(dd, J=5.0, 1.2 Hz, 1H), 7.30 (dd, J=8.2, 
2.2 Hz, 1H), 7.24 (dd, J=3.5, 1.2 Hz, 
1H), 7.03 (dd, J=5.1,3.5Hz, 1H), 6.79 
(d, J=8.2Hz, 1H), 5.25 (s, 2H). MS: 
(calc.) 429.0 (d) ; (obt.) 430.0 (d) (MH) + . 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sch 
erne 


72b 


261b 


Me °Y"YVe° J( 

H 2 N 


N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
5,6- 

dimethoxyb 

enzo[b]thio 

phene-2- 

carboxamid 

e 


*H NMR: (DMSO) 5 (ppm): 9.87 (s, 1H), 
8.14 (s, 1H), 7.58 (s, 1H), 7.44 (d, J=2.2 
Hz, 1H), 7.41 (s, 1H), 7.34 (dd, J=5.1, 
1.1 Hz, 1H), 7.29 (dd, J=8.4, 2.3 Hz, 
1H), 7.03 (dd, J=4.9,3.5 Hz! 1H), 6.80 
(d, J=8.4Hz, 1H), 5.20 (s, 2H), 3.85 (s, 
3H), 3.84 (s, 3H). MS: (calc.) 410.1; 
(obt.) 411.1 (MH) + . 


55 


73 


262 




N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
5-(pyridin-3- 
yl)benzo[b]t 
hiophene-2- 
carboxamid 
e 


X H NMR: (DMSO) 8 (ppm): 10.09 (s, 
1H), 8.99 (dd, J=2.3, 0.8 Hz, 1H), 8.58 
(dd, J=4.7, 1.6 Hz, 1H), 8.38 (s, 1H), 
8.33 (d, J=1.4Hz, 1H), 8.17 (ddd, J=9.6, 
3.9, 1.8 Hz, 1H), 7.83 (dd, J=8.5, 1.8 
Hz, 1H), 7.53-7.50 (m, 2H), 7.46 (d, 
J=2.2 Hz, 1H), 7.34 (dd, J=5.1, 1.2 Hz, 
1H), 7.31 (dd, J=8.2, 2.2 Hz, 1H), 7.25 
(dd, J=3.5, 1.2 Hz, 1H), 7.03 (dd,J=5.1, 
3.7 Hz, 1H), 6.81 (d, J=8.4 Hz, 1H), 5.74 
(s, 2H). MS: (calc.) 427.1; (obt.) 428.1 
(MH) + . 


57 


74 


264 




N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
4H- 

benzo[d][l, 
3]dioxine-6- 
carboxamid 
e 


l H NMR: (DMSO) 5 (ppm): 9.60 (s, 1H), 
7.82 (dd, J=8.6, 2.2 Hz, 1H), 7.74 (d, 
J=2.1 Hz, 1H), 7.41 (d, J=2.1 Hz, 1H), 
7.33 (dd, J=5.1, 1.2 Hz, 1H), 7.26 (dd, 
J=8.4, 2.3 Hz, 1H), 7.21 (dd, J=3.5, 1.2 
Hz, 1H), 7.02 (dd, J=5.1, 3.8 Hz, 1H), 
6.94 (d,J=8.6 Hz, 1H), 6.77 (d, J=8.4 
Hz, 1H), 5.32 (s, 2H), 5.11 (s, 2H), 4.94 
(s, 2H).MS: (calc.) 352.1; (obt.) 353.1 
(MH) + . 


57 


75 


269 


c 


6-(2- 

morpholino 

ethoxy)-N- 

(2-amino-5- 

(thiophen-2- 

yl)phenyl)be 

nzofuran-2- 

carboxamid 

e 


J H NMR: (DMSO) 5 (ppm): 7.21 (d, 1H), 
7.14 (d, 2H), 6.95 (d, 1H), 6.84-6.79 
(m, 3H), 6.62 - 6.57 (m, 2H), 6.49 (d, 
1H), 3.80 (m, 2H), 3.30 (m, 4H), 2.46 (m, 
2H), 2.21 (m, 4H). MS: (calc.) 463.2; 
(obt.) 464.2 (MH) + . 


58 



10/574,088 
Substitute specification 



224 



Table la (cont.) 



Ex 


Cpd 


Structure 


Name 


Characterization 


Sche 
me 


76 


273 


o 

"° i*V NH2 

N— NH 


^-(2-amino 

5-(3H- 

1,2,3- 

triazol-4- 

yl)phenyl)-4- 

methoxybe 

nzamide 


1 H NMR: (DMSO) 8 (ppm): 9.62 (s, 
1H); 8.08 (bs, 2H); 7.97 (d, J=8.5 Hz; 
2H); 7.62 (s, 1H); 7.45 (d, J=8.2 Hz; 
1H); 7.03 (d, J=8.5 Hz; 2H); 6.82 (d, 
J=8.2 Hz; 1H); 5.11 (bs, 2H); 3.83 (s, 
3H). 

MS: calc: 309.3; tound: 310.1 (M+H) 


59 


77 


277 


N-NH 


\l-(2-amino- 

5-(lH- 

tetrazol-5- 

yl)phenyl)-4- 

methoxybe 

nzamide 


X H NMR: (DMSO) 8 (ppm): 9.63 (s, 
1H); 7.98 (d, J=8.8 Hz; 2H); 7.81 (d, J= 
2.0 Hz; 1H); 7.61 (dd; J=2.0, 8.4 Hz; 
1H); 7.04 (d, J= 8.8 Hz; 2H); 6.85 (d, J= 
8.4 Hz; 1H); 3.85 (s, 3H). 
MS: calc: 310.3; found: 311.1 (M+H) 


61 


78 


283 


0 i^Ki 
NH 2 

/ 


N-(2-amino- 

5-(thiophen- 

2-yl)phenyl)- 

1-methyl- 

1H- 

benzo[d]imi 
dazole-5- 
carboxamid 
e 


X H NMR: (DMSO) 8 (ppm): 9.75 (s, 
1H), 8.38 (d,J= 1.0 Hz, 1H), 8.34 (s, 
1H), 7.95 (dd; J=1.4, 8.4Hz;lH); 7.68 
(d, J= 8.4 Hz, 1H), 7.50 (d; J=2.2 Hz; 
1H); 7.34 (dd; J=1.0, 5.0 Hz; 1H); 7.28 
(dd; J=2.2, 8.4 Hz; 1H); 7.24 (dd; 
J=1.4, 3.6 Hz;lH); 7.04 (dd; J= 3.6, 
5.0 Hz; 1H); 6.81 (d; J=8.4 Hz; 1H); 
3.90 (s, 3H). 

MS: calc: 348.4; found: 349.1 (M+H) 


62 


79 


286 


0 r^ji 

w H -U 

/ 


N-(2-amino- 

5-(thiophen- 

2-yl)phenyl)- 

1-methyl- 

1H- 

benzo[d][l, 
2,3]triazole 

5- 

carboxamid 
e 


X H NMR: (DMSO) 8 (ppm): 9.88 (s, 
1H); 8.75 (s, 1H), 8.15 (dd; J=1.0, 8.6 
Hz;lH); 7.95 (dd, J= 1.0, 8.6 Hz, 1H), 

~i An ia i on U^, 1 UN ~l OA IAA. 

/Ay (d, J= 2.0 Hz, 1H), /.34 (dd, 
J=1.2, 5.1 Hz; 1H); 7.30 (dd; J=2.0, 8.3 
Hz; 1H); 7.24 (dd; J=1.2, 3.5 Hz; 1H); 
7.04 (dd;J= 3.5, 5.1 Hz; 1H); 6.81 (d; 
J=8.3 Hz; 1H); 5.24 (bs, 2H); 4.37 (s, 
3H). 

MS: calc: 349.4; found:350.1 (M+H) 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sche 
me 


79a 
a 


286a 
a 


o 


N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 
2- 

nethylbenz 
o[d]oxazole 
6- 

carboxamid 
e 


X H NMR: (DMSO) 5 (ppm): 9.80 (s, 
1H); 8.29 (d, J= 1.4 Hz, 1H), ), 8.00 (dd; 
J=1.4, 8.4 Hz; 1H); 7.76 (d, J= 8.2 Hz, 
1H), 7.46 (d; J=2.0 Hz; 1H); 7.34 (dd; 
J=1.0, 5.0 Hz; 1H); 7.30 (dd; J=2.0, 8.4 
Hz;lH); 7.23 (dd; J=1.0, 3.5 Hz; 1H); 
7.04 (dd;J= 3.5, 5.0 Hz; 1H); 6.80 (d; 
J=8.2 Hz; 1H); 5.20 (bs, 2H); 2.67 (s, 
3H). 

MS: calc: 349.4; found: 350.0 (M+H) 


62 


80 


291 


0 

€O^Cnh 2 
G 


\l-(2-amino- 
5-(thiophen- 

2- 

yl)phenyl)H- 
imidazotl, 

2- 

alpyridine- 
6- 

carboxamid 
e 


X H NMR: (CD30D) 5 (ppm): 9.19 (s 
1H); 7.99 (s, 1H); 7.86 (d; J=8.5 Hz; 
1H); 7.67 (s, 1H); 7.64 (d; J=8.5 Hz; 
1H); 7.50 (s, 1H); 7.37 (d; J= 8.5 Hz; 
1H); 7.22 (d; J= 4.9 Hz; 1H); 7.21 (m 
1H); 7.01 (t; J= 4.9 Hz; 1H); 6.91 (d 
J=8.5 Hz; 1H). 

MS: calc: 334.4; found: 335.1 (M+H) 


63 


81 


296 


0 


M-(2-amino 
5-(thiophen- 
2- 

yl)phenyl)H- 
imidazofl, 

2- 

a]pyridine- 

2- 

carboxamid 
e 


J H NMR: (DMSO) 5 (ppm): 9.73 (s 
1H), 8.62 (dt, J= 1.2; 6.8 Hz, 1H), 8.50 
(d, J= 0.7 Hz; 1H); 7.76 (d; J=2.2 Hz 
1H); 7.66 (d, J= 0.7 Hz, 1H), 7.39 (dd; 
J=1.6, 6.8 Hz; 1H); 7.36 (dt; J=1.6, 4.9 
Hz; 1H); 7.26 (dd; J=2.2, 8.2 Hz; 1H); 
7.24 (dd; J= 1.2, 3.6 Hz; 1H); 7.05 (m; 
1H); 7.01 (dd; J= 1.2, 6.8 Hz; 1H); 6.84 
(d; J=8.2Hz;lH); 5.13 (bs, 2H). 
MS: calc: 334.4; found: 335.1 (M+H). 


64 


82 


301 


j? 

i h i^ir 


4- ((3,4- 
dimethoxyp 
henylamino 
)methyl)-N- 
(2-hydroxy- 

5- (thiophen- 
2- 

yl)phenyl)be 
izamide 


X H NMR: (DMSO) 5 (ppm): 10.1 (s 

1H); 9.52 (s, 1H); 8.00 (s, 1H); 7.92 (d, 
J=7.0, 2H); 7.49 (d, J=7.0, 2H); 7.42 
(m, 1H); 7.33 (d, J=8.0, 1H); 7.29 (s 
1H); 7.07 (s, 1H); 6.93 (d, J=8.0, 1H) 
6.65 (d, J=8.5, 1H); 6.32 (s, 1H); 5.98 
(m, 2H); 4.30 (s, 2H); 3.65 (s, 3H); 3.58 
(s, 3H). 

MS: calc: 460.5; found: 461.1 (M+H) 
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Ex 


Cpd 


Structure 


Name 


Characterization 


Sche 
me 


83 


302 


o 

|Y V H 


M-(2-amino- 
5-(5- 

nethylthiop 
ien-2- 

yl)phenyl)-4- 
nethoxybe 
nzamide 


*H NMR: (DMSO) 5 (ppm): 9.60 (s 
1H), 7.96 (d, J = 8.0, Hz, 2H); 7.36 (d, J 
= 2.1 Hz, 1H); 7.20 (dd, J = 2.1, 8.3 
Hz, 1H); 7.03 (d, J = 8.0, Hz, 2H); 7.00 
(d, J = 3.5 Hz, 1H); 6.78 (d, J = 8.3 Hz, 
1H), 6.70 (dd, J = 1.1, 3.5 Hz, 1H) 
3.83 (s, 3H); 2.42 (d, J = 1.1 Hz, 3H). 
MS: calc: 338.4; found: 338.4 (M+H). 


66 


84 


308 


0 


2-(5-((2- 

amino-5- 

(thiophen-2- 

yl)phenyl)ca 

rbamoyl)-2- 

methyl-lH- 

benzo[d]imi 

dazol-1- 

yOethyl 

acetate 


*H NMR: (DMSO) 8 (ppm): 9.70 (s 
1H), 8.23 (s, 1H), 7.87 (dd; J=1.0, 8.4 
Hz; 1H); 7.62 (d, J= 8.4 Hz, 1H), 7.48 
(d; J=2.0 Hz; 1H); 7.34 (dd; J=0.8, 4.8 
Hz; 1H); 7.28 (dd; J=2.0, 8.0 Hz; 1H); 
7.23 (dd; J=0.8, 3.6 Hz; 1H); 7.03 (dd 
J= 1.2, 4.8 Hz; 1H); 6.81 (d; J=8.0 Hz 
1H); 5.15 (bs, 2H); 4.52 (t; J=4.8 Hz; 
2H); 4.35 (t; J=4.8 Hz; 2H); 2.60 (s 
3H); 1.91 (s, 3H). 

MS: calc: 434.5; found: 435.2 (M+H) 


67 


85 


309 


0 

\^ Ar NH2 


N-(2-amino- 
5-(thiophen- 
2-yl)phenyl)- 

l-(2- 

hydroxyeth 
yl)-2-methyl- 
1H- 

benzo[d]imi 
dazole-5- 
carboxamid 
e 


X H NMR: (DMSO) 5 (ppm): 9.70 (s 
1H), 8.22 (s, 1H), 7.84 (dd; J=1.4, 8.2 
Hz; 1H); 7.57 (d, J= 8.4 Hz, 1H), 7.49 
(d; J=2.2 Hz; 1H); 7.34 (dd; J=1.4, 5.1 
Hz; 1H); 7.28 (dd; J=2.2, 8.2 Hz; 1H); 
7.23 (dd; J=1.0, 3.5 Hz; 1H); 7.04 (dd 
J= 3.5, 5.1 Hz; 1H); 6.80 (d; J=8.4 Hz 
1H); 5.14 (bs, 2H); 5.00 (bs, 1H); 4.28 
(t; J=5.4 Hz; 2H); 3.72 (t; J=5.4 Hz; 2H); 
2.59 (s, 3H); 

MS: calc: 392.5; found: 393.2 (M+H) 


67 


86 


312 


o 

Meo JU qJU 


4-((3,4- 

dimethoxyp 

henylamino 

)methyl)-N- 

(2-hydroxy- 

5- 

(phenyl)phe 
lyDbenzam 
de 


X H NMR: (DMSO) 5 (ppm): 3.62 
(s,3H), 3.69 (s,3H), 4.34 (d, J = 5.7 Hz, 
2H), 6.03 (m,2H), 6.35 (d, J = 2.2 Hz, 
1H), 6.68 (d, J = 8.4 Hz, 1H), 7.03 (d, J 
= 8.4 Hz, 1H), 7.32 (t, J = 7.2 Hz, 1H) 
7.37 (dd, J = 10.4, 1.6 Hz, 1H), 7.45 (t, 
J = 7.6 Hz, 2H), 7.52 (d, J = 8.0 Hz 
2H), 7.59 (d, J = 7.6 Hz, 2H), 7.95 (d, J 
= 8.0 Hz, 2H), 8.03 (br s,lH), 9.58 (br 
s,lH), 10.00 (brs.lH) 
MS: (calc.) 454.5; (obt.) 455.4 (MH) + 


68 
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o 

MeO 


(E)-3-(4- 

((3,4,5- 

trimethoxy 

ahenylamin 

o)methyl- 

3henyl)-N- 

(2-hydroxy- 

5- 

(phenyl)phe 
nyDacrylam 
ide 


X H NMR: (DMSO) 5 (ppm): 3.54 
(s,3H), 3.68 (s,3H), 4.30 (d, J = 5.9 Hz, 
2H), 5.92 (s,2H), 6.13 (t, J = 6.3 Hz 
1H), 7.01 (d, J = 8.2 Hz, 1H), 7.21 (d, J 
= 15.7 Hz, 1H), 7.29 (dd, J = 8.4, 2.3 
Hz, 1H), 7.33 (d, J = 7.2 Hz, 1H), 7.42- 
7.50 (m,4H), 7.54-7.64 (m,4H), 8.34 
(S.1H), 9.55 (brs.lH), 10.21 (brs.lH) 
MS: (calc.) 510.6; (obt.) 511.2 (MH) + 


68 


88 
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2,3- 

dihydro-N- 
(2-hydroxy- 
5- 

(phenyl)phe 
nyl)benzo[b 
|[l,4]dioxin 

e-6- 

carboxamic 
e 


X H NMR: (DMSO) 5 (ppm): 4.30 (d, J = 
5.9 Hz, 2H), 6.98 (d, J = 8.3 Hz, 1H) 
7.26-7.36 (m,2H), 7.42 (t, J = 7.3 Hz 
2H), 7.50-7.60 (m,2H), 7.97 (br s,lH), 
9.47 (br s,lH), 9.93 (brs.lH) 
MS: (calc.) 347.4; (obt.) 348.1 (MH) + 


68 


89 


315 


|^| 0 OH 

C^V 

0 


^-(2- 

iydroxy-5- 

(phenyl)phe 

nyl)-N 8 -(3- 

(phenyl)phe 

nyDoctaned 

iamide 


J H NMR: (DMSO) 5 (ppm): 1.34-1.46 
(m,4H), 1.60-1.74 (m,4H), 2.38 (t, J = 
6.8 Hz, 2H), 2.47 (t, J = 7.0 Hz, 2H) 
6.98 (d, J = 8.2 Hz, 1H), 7.20-7.70 
(m,15H), 7.96 (s,lH), 8.10 (s,lH), 9.34 
(brs,lH), 10.00 (brs.lH) 
MS: (calc.) 492.6; (obt.) 493.5 (MH) + 


69 


90 
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O 

CdO XJ H NH2 

A 


2-[4- 

(Naphthale 

ne-2- 

sulfonyl)- 

piperazin-1- 

yl]- 

Dyrimidine- 

5- 

carboxylic 

acid (2- 

amino-5- 

thiophen-2- 

yl-phenyl)- 

amide 


J H NMR: (400.2 MHz, DMSO) 5 
(ppm): 9.52 (bs, 1H); 8.83 (s, 2H); 8.44 
(s, 1H); 8.20 (d, J= 7.6 Hz, 1H); 8.15 (d 
J= 8.6 Hz, 1H); 8.05 (d, J= 8.0 Hz, 1H); 
7.75 (dd; J=1.8, 8.6 Hz; 1H); 7.69 (m, 
2H); 7.37 (d, J= 1.8 Hz, 1H); 7.31 (dd; 
J=1.2, 5.1 Hz; 1H); 7.25 (dd; J=2.2, 8.4 
Hz; 1H); 7.19 (dd; J= 1.2, 3.5 Hz; 1H); 
/.01 (dd; J= 3.5, 5.1 Hz; 1H); 6./4 (d, 
J= 8.2 Hz, 1H); 5.16 (bs, 2H); 3.96 (t 
J= 4.3 Hz, 4H); ); 3.07 (t, J= 4.3 Hz, 
4H); MS: calc: 570.7; found: 571.3 
(M+H) 


70 
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2-[4- 

(Biphenyl-4- 
ylcarbamoy 
l)-piperazin- 
1-yl]- 

Dyrimidine- 

5- 

carboxylic 

acid (2- 

amino-5- 

thiophen-2- 

yl-phenyl)- 

amide 


J H NMR: (400.2 MHz, DMSO) 5 
(ppm): 9.59 (bs, 1H); 8.93 (s, 2H); 8.75 
(bs, 1H); 7.63 (d, J= 1.2 Hz, 1H); 7.61 
(m, 1H); 7.57 (m, 4H); 7.41 (m, 3H); 
7.33 (dd; J= 1.2, 5.1 Hz; 1H); 7.29 (m, 
2H); 7.23 (dd; J= 1.2, 2.5 Hz; 1H); 7.03 
(dd; J= 3.7, 5.1 Hz; 1H); 6.78 (d, J= 8.2 
Hz, 1H); 5.22 (bs, 2H); 3.93 (t, J= 3.9 
Hz, 4H); ); 3.60 (t, J= 3.9 Hz, 4H). 
MS: calc: 575.7; found: 576.3 (M+H) 


71 


92 
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n T 

^^A^* 1 NH 2 
N 


/V-(2-Amino- 
5-(thiophen- 
2-yl)phenyl)- 
4-(pyridin-3- 
yDbenzami 
de 


'H NMR: (400 MHz, DMSO-d 6 ) § 
(ppm): 9.80 (s, 1H), 8.98 (d, J=2.2 Hz, 
1H), 8.60 (dd, J=4.7, 1.6 Hz, 1H), 8.17 
(d, J=8.6 Hz, 1H), 8.12 (d, J=8.0 Hz, 
2H), 7.90 (d, J=8.6 Hz, 2H), 7.52 (dd, 
J=7.2, 4.1 Hz, 1H), 7.48 (s, 1H), 7.35 
(d, J=4.1 Hz, 1H), 7.29 (dd, J=8.4, 2.3 
Hz, 1H), 7.24 (d, J=3.3 Hz, 1H), 7.04 
(dd, J=5.1, 1.4, 1H), 6.80 (d, J=8.2 Hz, 
1H), 5.19 (s, 2H). 
LRMS: (m/z): 372.3 (MH + ). 


72 


93 


333 


0 

jj^^O'^N'^Y^i H OH 


(Pyridin-3- 
yl) methyl 

4-(2- 

hydroxy-5- 
(thiophen-2- 

yi) 

phenylcarb 
amoyl) 
benzyl 
carbamate 


X H NMR: (Acetone-de) 5 (ppm): 9.37 
(bs, 1H), 9.35 (bs, 1H), 8.47 (d, J=1.2 
Hz, 8.38 (d, J=3.9 Hz, 1H), 7.97 (s, 1H), 
7.87 (d, J=8.4 Hz, 2H), 7.64 (d, J=7.4 
Hz, 1H), 7.35 (d, J=8.2 Hz, 2H), 7.25 
(dd, J=8.4, 2.3 Hz, 1H), 7.22 (dd, 
J=5.1, 1.2 Hz, 1H), 7.16 (dd, J=3.7, 1.2 
Hz, 1H), 6.93 (d, J=8.1 Hz, 1H), 6.93 (d, 
J=1.6 Hz, 1H), 6.86 (d, J=8.4 Hz, 1H), 
5.01 (s, 2H), 4.31 (d, J=6.3 Hz, 2H). 
LRMS: (m/z): 460.2 (MH + ). 


73 



10/574,088 
Substitute specification 



229 



Ex 


Cpd 


Structure 


Name 


Characterization 


Sche 
me 


94 


341 


NC T 

^^N^W j H ^ m 
\ / N-^ 


2-(4-(4- 

Cyanobenz 

yDpiperazin- 

l-yl)-N-(2- 

amino-5- 

(thiophen-2- 

yl)phenyl)thi 

azole-5- 

carboxamic 

e 


X W NMR: (400.2 MHz, CD 3 0D) 5 
(ppm): 7.95 (br.s, 1H), 7.75 (m, 1H), 
7.68 (m, 2H), 7.53 (t, 1H, J=7.6 Hz), 
7.42 (s, 1H), 7.33 (d, 1H, J=8.2 Hz), 
7.20 (m, 2H), 7.00 (m, 1H), 6.87 (d, 1H, 
J=8.3 Hz), 3.72 (s, 2H), 3.60 (m, 4H), 
2.68 (m, 4H). 

MS: calc: 500.1; found: 501.2 (M+H) 


74 


95 


344 




M-(2-Amino 
5-(thiophen- 
2-yl)phenyl)- 
4-(4- 

benzylpiper 
azin-1- 
yDbenzami 
de 


J H NMR: (400.2 MHz, CDCI 3 ) § 
(ppm): 2.625 (t, J=5Hz, 4H), 3.35 (t, 
J=5Hz, 4H), 3.59 (s, 2H), 4.00 (s, 2H), 
6.84 (d, J=8Hz, 1H), 6.90 (d, J=9Hz, 
2H), 7.01 (m, 1H), 7.16 (m, 2H), 7.25 
(m, 6H), 7.50 (s, 1H), 7.75 (s, 1H), 7.81 
(d, J=9Hz, 2H). 

MS: calc: 468.0; found: 469.0 (M+H) 


75 


96 


347 


s J> 
I 

0 H NH 2 


Nl-(2- 

amino-5- 

(thiophen-2- 

yDphenyl)- 

N8- 

phenylocta 
nediamide 


X W NMR: (400.2 MHz, CD 3 OD) 5 
(ppm): 7.51 (br.s. 2H), 7.38 (s, 1H), 
7.16-7.27 (m, 5H), 6.9-7.1 (m, 2H), 6.84 
(m, 1H), 2.42 (m, 4H), 1.76 (m, 4H), 
1.49 (m, 4H). 

MS: calc: 421.2; found: 422.2 (M+H) 


76 


97 


349 


0 

5 U 


N-(2-Amino- 

5-(thiophen- 

2-yl)phenyl)- 

4-((l,2- 

dihydro- 

2,4- 

dioxoquina 
zolin-3(4H)- 
yl)methyl)b 
enzamide 


X H NMR (DMSO-de) (ppm): 11.57 (s, 
1H), 9.81 (s, 1H), 7.95-7.92 (m, 3H), 
7.68 (td, J=7.2, 1.4 Hz, 1H), 7.48 (d, 
J=1.8 Hz, 1H), 7.42 (d, J=8.2 Hz, 2H), 
7.38 (d, J=5.1 Hz, 1H), 7.34 (dd, J=8.2, 
2.0 Hz, 1H), 7.27 (d, J=3.3 Hz, 1H), 
7.24-7.20 (m, 2H), 7.05 (dd, J=4.9, 3.5 
Hz, 1H), 6.89 (d, J=8.4 Hz, 1H), 5.17 (s, 
2H). (The NH 2 group is missing, 
overlapped by H 2 0). 

MS (m/z): 468.53 (calc) 469.2 (MH+) 
(found). 
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Structure 



Name 



Characterization 



Sche 
me 



355 



tert-Butyl 4- 
(5-(2-amino- 
5-(thiophen- 
2-yl) 

phenylcarb 

amoyl) 

thiophen-2- 

yi) 

piperidine- 
1- 

carboxylate 



*H NMR: (CD 3 OD) 5 (ppm) 7.73 (d, 
3.3 Hz, IH), 7.45 (d, J=2.1 Hz, IH), 
7.34 (dd, J=8.2, 2.2 Hz, IH), 7.23 - 
7.19 (m, 2H), 7.01 (dd, J=4.7, 3.7 Hz, 
IH), 6.96 (d, J=3.9 Hz, IH), 6.88 (d, 
J=8.1 Hz, IH), 4.17 (d, J=13.1 Hz, 2H), 
3.00 - 2.90 (m, 2H), 2.04 (d, J=12.1 
Hz, 2H), 1.60- 1.54 (m, 2H). 



o M f 



N (2 amino *H NMR: (DMSO) 8 (ppm): 10.03 (s, 
5-(thiophen-lH), 8.45 (s, IH), 8.38 (d, J= 7.6 Hz, 
2-yOphenyO-lH), 7.99 (d, J= 7.6 Hz, IH), 7.44 (d, J= 
2-(2- 2.0 Hz, IH), 7.32 (dd, J= 11.9, 5.1 Hz, 
morpholino IH), 7.28 (d, J= 2.0 Hz, IH), 7.03 (d, J= 
ethyl)-l,3- 4.9 Hz, IH), 6.78 (d, J= 8.2 Hz, IH), 
dioxoisoind 5.27 (s, 2H), 3.73 (t, J= 6.3 Hz, 2H), 
oline-5- 3.48 (m, 4H), 2.54 (t, J= 6.5 Hz, 2H), 
carboxamid2.41 (m, 4H). MS: 476.15 (calc), 477.2 
(obs). 



100 



361 



N-(2-amino 
5-QH- 
imidazol-1- 
yl)phenyl)-4- 
methoxybe 
nzamide 



J H NMR: (DMSO) 5 (ppm): 9.62 (s, 
IH), 7.96 (d, J= 9.0 Hz, 3H), 7.52 (m, 
IH), 7.42 (d,J= 2.5 Hz, IH), 7.19 (dd, 
8.6, 2.5 Hz, IH), 7.04 (d, J= 8.8 Hz, 
2H), 7.03 (s, IH), 6.85 (d, J= 8.4 Hz, 
IH), 5.11 (s, 2H),3.83 (s, 3H). MS: 
308.13 (calc), 309.2 (obs). 



Synthetic Schemes and Experimental Procedures 

[0217] The compounds of the invention can be prepared according to the reaction schemes for 
the examples illustrated below utilizing methods known to one of ordinary skill in the art. These 
schemes serve to exemplify some procedures that can be used to make the compounds of the 
invention. One skilled in the art will recognize that other general synthetic procedures may be used. 
The compounds of the invention can be prepared from starting components that are commercially 
available. Any kind of substitutions can be made to the starting components to obtain the compounds 
of the invention according to procedures that are well known to those skilled in the art. 
[0218] The compounds according to embodiments [0083] - [0088] can be routinely synthesized 
using techniques described herein in conjunction with the teachings of WO 03/087057. 
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[0219] The compounds according to embodiments [0098] - [0110] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/076422. 

[0220] The compounds according to embodiments [0115] - [0124] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/075929. 

[0221] The compounds according to embodiments [0125] - [0135] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/076395. 

[0222] The compounds according to embodiments [0136] - [0145] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/076400. 

[0223] The compounds according to embodiments [0146] - [0157] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/076401. 

[0224] The compounds according to embodiments [0158] - [0166] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/076421. 

[0225] The compounds according to embodiments [0167] - [0175] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/076430. 

[0226] The compounds according to embodiments [0176] - [0186] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/076438. 

[0227] The compounds according to embodiments [0187] - [0194] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of WO 03/92686. 

[0228] The compounds according to embodiment [0195] can be routinely synthesized using 

techniques described herein in conjunction with the teachings of WO 03/024448. 

[0229] The compounds according to embodiments [0196] - [0197] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of JP 2003137866. 

[0230] The compounds according to embodiment [0198] - [0199] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of JP 11-269146 (1999). 

[0231] The compounds according to embodiments [0200] - [0201] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of JP 11-302173 (1999). 

[0232] The compounds according to embodiments [0202] - [0203] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of JP 2001 131 130. 

[0233] The compounds according to embodiments [0204] - [0205] can be routinely synthesized 

using techniques described herein in conjunction with the teachings of JP 10152462, JP 

2002332267, and JP 11-302173. 
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[0234] The compounds according to embodiments [0206] - [0207] can be routinely synthesized 
using techniques described herein in conjunction with the teachings of US 6,174,905. 
[0235] The compounds according to embodiment [0206] can be routinely synthesized using 
techniques described herein in conjunction with the teachings of WO01/70675. 



Example 1 




CH 3 

A/-[2-amino-5-(2-thienyl)phenyl]-4-{[(3,4-dimethoxyphenyl)amino]methyl}benzamide (6) 
Scheme 1 




Step 1. 5-BromO-2-nitro-phenylamine (2) 

[0236] To a solution of potassium tert-butoxide (14.5 g; 129.2 mmol) and copper(l) chloride 
(301 mg; 3.04 mmol) in ethyleneglycol dimethylether (120 ml_), stirred at 0°C under nitrogen, a 
solution of l-bromo-4-nitro-benzene (1, 6.141 g; 30.4 mmol) and O-methyl-hydroxylamine 
hydrochloride (3.174 g; 38 mmol) in /V,/V-dimethylformamide (65 ml_) was added drop wise over 103 
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min, the cooling bath was removed and the mixture was allowed to react at room temperature for 
3h, diluted with ethyl acetate (600 ml_) and washed with saturated aqueous ammonium chloride. The 
organic layer was dried (MgS0 4 ), filtered and concentrated. After purification by flash 
chromatography (eluent 25% ethyl acetate in hexane), 4.96 g (75% yield) of compound 2 were 
obtained. 

[0237] X H NMR: (400.2 MHz, CDCI 3 ) 8 (ppm): 7.98 (d, J=9.24, 1H); 7.02 (d, J=1.98, 1H); 6.82 
(dd, J=1.98 and 9.24, 1H); 6.12 (bs, 2H). 

Step 2. 2-Nitro-5-thiophen-2-yl-phenylamine (3). 

[0238] A suspension of bromoarene 2 (5.85 g; 26.9 mmol) (or any other haloarene of choice); 2- 
thiopheneboronic acid (4.56 g, 35.6 mmol); (or the any other arylboronic acid of choice), tri-o-tolyl- 
phosphine (2.69 g; 8.8 mmol) and potassium carbonate (11.1 g; 80 mmol) in degassed 
ethyleneglycol dimethylether (70 mL) and water (35 ml_), was treated with 
tetrakis(triphenylphosphine)palladium(0) (2.04 g, 1.77 mmol) and the mixture stirred on a preheated 
oil bath at 80° C for 18 h, diluted with dichloromethane (300 mL), washed with water, dried (MgS0 4 ) 
and concentrated. Purification by flash chromatography (eluent 50 % ether in hexane) afforded 
compound 3 (5.63g, 95% yield). 

[0239] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 7.97 (d, J=9.0, 1H); 7.69 (dd, J=1.2 and 5.1, 1H); 
7.60 (dd, J=1.2 and 3.6, 1H); 7.49 (bs, 2H); 7.27 (d, J=2.0, 1H); 7.18 (dd, J=3.6 and 5.1, 1H); 
6.97 (dd, J=2.0 and 9.0, 1H). 

Step 3. 4-[(3,4-Dimethoxy-phenylamino)-methyl]-N-(2-nitro-5-thiophen-2-yl-phenyl)- 
benzamide (5). 

[0240] To a solution of nitrophenylamine (3, 460 mg, 2.1 mmol), (or any other nitrophenylamine 
of choice, 1 eq); 4-[(3,4-dimethoxy-phenylamino)-methyl]-benzoic acid (4, see below), 761 mg, 2.65 
mmol) (or any other acid of choice, 1.3 eq) and benzotriazol-l-yloxytris(dimethylamino)phosphonium 
hexafluorophosphate (BOP) (1095 mg, 2.47 mmol) in pyridine (15 mL), 60% sodium hydride in oil 
(563 mg, 14.1 mmol) was added portion wise under a stream of nitrogen, and the reaction was 
allowed to progress at room temperature for 2.5 h and diluted with toluene. Excess of NaH was 
quenched with acetic acid and the whole mixture was concentrated, re-dissolved in ethyl acetate and 
washed with a solution of NaHC0 3 in brine, dried (MgS0 4 ) and concentrated. After purification by 
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flash chromatography (eluent 30% to 75% AcOEt in hexane), 883 mg (1.80 mmol, 86% yield) of 
amide 5 were obtained. 

[0241] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 10.8 (s, 1H); 8.10 (d, J=2.0, 1H); 8.06 (d, J=8.6, 
1H); 7.90 (d, J=8.2, 2H); 7.74 (dd, J=1.0 and 4.9, 1H); 7.72 (dd, J=1.0 and 3.5, 1H); 7.69 (dd, 
J=2.2 and 8.7, 1H); 7.53 (d, J=8.2, 2H); 7.22 (dd, J=3.5 and 4.9, 1H); 6.64 (d, J=8.6, 1H); 6.31 (d, 
J=2.0, 1H); 6.01 (t, J=6.1, 1H); 5.98 (dd, J=2.2 and 8.4, 1H); 4.32 (d, J=6.1, 2H); 3.66 (s, 3H); 
3.59 (s, 3H). 

4-[(3,4-Dimethoxy-phenylamino)-methyl]-benzoic acid (4). 

[0242] To a solution of 3,4-dimethoxy-phenylamine (786 mg; 5.13 mmol) and dibutyltindichloride 
(219 mg; 0.72 mmol) in ethyleneglycol dimethylether (7 mL), 4-formyl-benzoic acid (748 mg; 4.98 
mmol) was added. The suspension was stirred at room temperature for 10 min, treated with 
phenylsilane (1.0 mL; 7.9 mmol) and the mixture stirred at the same temperature for 12 h. Methanol 
and a few drops of water were added, stirred for 5h, concentrated under vacuum, suspended in 
dichloromethane and stirred for one day at room temperature. After filtration, pure acid 4 (1.13 g; 
79% yield) was obtained as a beige solid. 

[0243] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 7.86 (d, J=8.2, 2H); 7.44 (d, J=8.2, 2H); 6.63 (d, 
J=8.5, 1H); 6.29 (d, J=2.3, 1H); 5.96 (dd, J=2.3, 8.5, 1H); 5.96 (bs, 1H); 4.28 (s, 2H); 3.64 (s, 3H); 
3.58 (s, 3H). 

Step 4. /V(2-Amino-5-thiophen-2-yl-phenyl)-4-[(3,4-dimethoxy-phenylamino)-methyl]- 
benzamide (6) 

[0244] A suspension of compound 5 (250 mg, 0.51 1 mmol) (or any other nitroamide of choice, 
1 eq) and tin(ll) chloride dihydrate (2.30g, 10.2 mmol) in a 1:1:1 mixture THF/MeOH/water (18 mL) 
was stirred at 75 °C in a sealed tube for lh, diluted with ethyl acetate and washed with saturated 
aqueous solution of NaHC0 3 , dried over Na 2 S0 4 and purified by flash chromatography, eluent 20% 
EtOAc in dichloromethane, to afford 138 mg (59% yield) of the title compound 6. 
[0245] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.66 (s, 1H); 7.92 (d, J=8.4, 2H); 7.46 (d, J=8.4, 
2H); 7.44 (d, J=2.0, 1H); 7.34 (dd, J=l.l; 5.0, 1H); 7.27 (dd, J=2.0; 8.2, 1H); 7.22 (dd, J=l.l and 
3.6, 1H); 7.03 (dd, J=3.6, 5.0, 1H); 6.78 (d, J=8.5, 1H); 6.64 (d, J=8.5, 1H); 6.31 (d, J=2.5, 1H); 
6.01-5.97 (m, 2H); 5.14 (bs, 2H); 4.30 (d, J=6.1, 2H); 3.66 (s, 3H); 3.58 (s, 3H). 
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l H NMR: (DMSO) 5 (ppm): 9.60 (s, IH), 7.89 (d, J = 8.2 Hz, 2H), 7.46 (d, J = 8.2 Hz, 
2H), 7.23 (dd, J = 3.3, 1.8 Hz, IH), 7.14 (d, J = 2.0 Hz, IH), 6.91 (dd, J = 8.2, 2.2 
Hz, IH), 6.74 (d, J = 8.2 Hz, IH), 6.64 (d, J = 8.6 Hz, IH), 6.31 (d, J = 2.5 Hz, IH), 
6.20 (t, J = 6.5 Hz, IH), 6.08 (dd, J = 3.3, 1.8 Hz, IH), 5.99-5.96 (m, 2H), 5.00 (s, 
2H), 4.29 (d, J = 6.1 Hz, 2H), 3.65 (s, 3H), 3.58 (s, 3H), 1.35 (s, 9H). MS: (calc.) 
542.3; (obt.) 543.5 (MH) + . 


*H NMR (400 MHz, DMSO d 6 ): 9.64 (s, IH); 7.92 (d, 2H, J=8.2 Hz); 7.45 (d, 2H, 
J=8.2 Hz); 7.43 (s, IH); 7.35 (dd, IH, J=1.0, 5.1Hz); 7.27 (dd, IH, J=2.2, 8.4 Hz); 
7.21 (dd, IH, J=1.2, 3.5Hz); 7.02 (dd, IH; J=3.7, 5.1 Hz ); 6.85 (t, IH, J=8.9 Hz); 
6.78 (d, IH, J=8.2Hz); 6.40 (dd, IH, J=2.7, 1 4.0Hz); 6.31-6.28 (m,lH); 6.23 (bt, 
IH, J=6.2 Hz); 5.13 (s, 2H); 4.30 (d, 2H, J=6.0 Hz), 3.66 (s, 3H). 


2-(4-Amino-3-{4-[(3,4- 

dimethoxy-phenylamino)- 

methyll-benzoylamino}- 

phenyl)-pyrrole-l- 

carboxylic acid tert-butyl 

ester 




o 
o 

CO 




O 
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Example 2 




A/-[2-amino-4-(2-thienyl)phenyl]-4-{[(3,4-dimethoxyphenyl)amino]methyl}benzamide (16) 
Scheme 2 



Pd(TPP) 4 , POT 
H 2 0, K 2 C0 3 
DME, 80°C 



14 BOP; Py; NaH; rT; 2.5h 



SnCI 2 ; NH 4 OAc 
THF, MeOH, H 2 0 
75° C; 60 min 



16: example 2 r 1 



Step 1. 2-Nitro-4-thiophen-2-yl-phenylamine (14) 

[0246] Following the same procedure as described in Example 1, Step 2, but substituting 
compound 1 for compound 13, the title compound 14 was obtained in 89% yield. 
[0247] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 8.11 (d, J=2.15, 1H); 7.73 (dd, J=2.15, 8.8, 1H); 
7.59 (bs, 2H); 7.45 (dd, J=l.l, 5.4, 1H); 7.40 (dd, J=l.l, 3.8, 1H); 7.09 (m, 1H); 7.08 (dd, J=5.6, 
8.8, 1H). 

Step 2. 4-[(3,4-Dimethoxy-phenylamino)-methyl]-N-(2-nitro-4-thiophen-2-yl-phenyl)- 
benzamide (15) 

[0248] Following the same procedure as described in Example 1, Step 3, but substituting 
compound 3 for compound 14, the title compound was obtained in 68% yield. l H NMR: (400.2 MHz, 
DMSO) 8 (ppm): 10.7 (s, 1H); 8.19 (d, J=2.0, 1H); 8.00 (dd, J=1.7, 8.6, 1H); 7.89 (d, J=8.0, 2H); 
7.80 (d, J=8.4, 1H); 7.67 (d, J=3.8, 1H); 7.64 (d, J= 5.1, 1H); 7.51 (d, J=8.0, 2H); 7.18 (t, J=3.8, 
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1H); 6.64 (d, J=8.6, 1H); 6.31 (d, J=2.4, 1H); 6.31-5.96 (m, 2H); 4.31 (d, J=6.1, 2H); 3.66 (s, 3H); 
3.59 (s, 3H). 

Step 3. W-(2-Amino-4-thiophen-2-yl-phenyl)-4-[(3,4-dimethoxy-phenylamino)-methyl]- 
benzamide (16) 

[0249] Following the same procedure as described in Example 1, Step 4, but substituting 
compound 5 for compound 15, the title compound was obtained in 47% yield. X H NMR: (400.2 MHz, 
DMSO) 8 (ppm): 9.59 (s, 1H); 7.90 (d, J=8.0, 2H); 7.46 (d, J=8.0, 2H); 7.45 (d, J=l.l, 1H); 7.34 
(dd, J=l.l, 3.5, 1H); 7.20 (d, J=8.1, 1H); 7.09 (dd, J= 3.5, 4.9, 1H); 6.89 (dd, J=2.2, 8.1, 1H); 
6.64 (d, J=8.6, 1H); 6.32 (d, J=2.5, 1H); 6.00-5.97 (m, 2H); 5.07 (bs, 2H); 4.30 (d, J=6.1, 2H); 
3.66 (s, 3H); 3.59 (s, 3H). 



Example 3 




Af-(2-amino-4-bromophenyl)-4-{[(3,4-dimethoxyphenyl)amino]methyl}benzamide (18) 
Scheme 2a 



BOP; 
Py; NaH 



SnCI 2 ; NH 4 OAc 
THF, MeOH, H20 
75 C 



XT 

OCH3 



H3CO' 



18: example 3 

N-(4-Bromo-2-nitro-phenyl)-4-[(3,4-dimethoxy-phenylamino)-methyl]-benzamide (17). 
[0250] Following the same procedure as described in Example 2, Step 2, but substituting 
compound 14 for compound 13, the compound 17 was obtained in 92% yield. l W NMR: (400.2 MHz, 
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DMSO) 8 (ppm): 10.72 (s, 1H); 8.17 (d, J=2.0, 1H); 7.96 (dd, J=2.0, 8.6, 1H); 7.86 (d, J=7.9, 2H); 
7.69 (d, J= 8.6, 1H); 7.51 (d, J=7.9, 2H); 6.63 (d, J=8.4, 1H); 6.32 (d, J=2.0, 1H); 6.01-5.96 (m, 
2H); 4.31 (d, J=5.9, 2H); 3.65 (s, 3H); 3.58 (s, 3H). 

N-(2-Amino-4-bromo-phenyl)-4-[(3,4-dimethoxy-phenylamino)-methyl]-benzamide (18) 

[0251] Following the same procedures as described in Example 2, Steps 3, but substituting 
compound 15 for compound 17, the compound 18 was obtained in 46% yield. 
X H NMR, (400.2 MHz, DMSO) 8 (ppm): 9.55 (s, 1H), 7.89 (d, J = 8.2 Hz, 2H), 7.45 (d, J = 8.4 Hz, 
2H), 7.07 (d, J = 8.4 Hz, 1H), 6.92 (d, J = 2.3 Hz, 1H), 6.69 (dd, J = 8.4, 2.3 Hz, 1H), 6.63 (d, J = 
8.4 Hz, 1H), 6.30 (d, J = 2.5 Hz, 1H), 6.00-5.96 (m, 2H), 5.22 (s, 2H), 4.29 (d, J = 6.3 Hz, 2H), 
3.65 (s, 3H), 3.58 (s, 3H). MS: (calc.) 455.1; (obt.) 456.4, 458.4 (MH) + . 

Example 4 




A/-[2-amino-5-(2-thienyl)phenyl]-l-(3,4,5-trimethoxybenzyl)indoline-6-carboxamide (23) 
Scheme 3 

NaBH 3 CN 'tSdetdT 
^Q^COOMe AcOH g , acia ,^ / -^Q^COOM e phSiH^ Bu^SnC^ THF 



19 



20 




LiOH 

THF, H 2 0 



1. NaH, BOP, Pyridine, 
2-Nitro-5-thiophen-2-yl-aniline 



MeO- 
MeO' 



Step 1: Methyl 2,3-Dihydro-lH-indole-5-carboxylate (20). 

[0252] To a cold solution of methyl indole-5-carboxylate (2 g, 11.4 mmol) in glacial acetic acid at 
0°C (15 ml) sodium cyanoborohydride (1.075 g, 17.1 mmol) was slowly added. The mixture was 
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allowed to warm-up and stirred at room temperature for one more hour, cooled again to 0°C and 
quenched with H 2 0. The pH of the resultant solution was adjusted to the value of 12 by adding 
aqueous NaOH, extracted with DCM, washed with brine and dried over MgSCU. The dried extract was 
concentrated in vacuum and purified by flash chromatography (eluent 30% EtOAc in hexane) to give 
the title compound 20 (1.62 g, 80%) as a beige solid. ^-NMR (DMSO) 8: 2.94 (t, J = 8.6 Hz, 2H); 
3.51 (dt, J = 1.2, 8.6 Hz, 2H); 3.71 (s, 3H); 6.42 (d, J = 8.0 Hz, 2H); 7.54 (m, 2H). 

Step 2: Methyl l-(3,4,5-Trimethoxy-benzyl)-2,3-dihydro-lH-indole-5-carboxylate (21) 
[0253] To a solution of 20 (300 mg, 1.69 mmol), 3,4,5-trimethoxybenzaldehyde (365 mg, 1.86 
mmol) and dibutyltin dichloride (51 mg, 0.17 mmol) in THF (8 ml_) was added phenylsilane (229 nl, 
1.86 mmol). The mixture was stirred overnight at room temperature under nitrogen. Additional 
aldehyde and phenylsilane were added and the stirring continued until starting material was 
consumed. THF was evaporated in vacuum and the residue was purified by flash chromatography 
(eluent 20% EtOAc in hexane). The compound was further purified by re-crystallization in a mixture 
EtOAc/hexane and finally by a second flash chromatography (eluent 20% EtOAc in hexane) to give the 
title compound 21 (428 mg, 71%) as a white solid. ^-NMR (DMSO) 8: 2.96 (t, J = 8.4 Hz, 2H); 3.45 
(t, J = 8.7 Hz, 2H); 3.61 (s, 3H); 3.71 (s, 6H); 3.72 (s, 3H); 4.30 (s, 2H); 6.59 (s, 2H); 6.61 (d, J = 
8.4 Hz, 1H), 7.54 (d, J = 1.6 Hz, 1H); 7.63 (dd, J = 1.8, 8.4 Hz, 1H). 

Step 3: l-(3,4,5-Trimethoxy-benzyl)-2,3-dihydro-lH-indole-5-carboxylic acid (22). 
[0254] A solution of LiOH x H 2 0 (75 mg, 1.78 mmol) in H 2 0 (5ml) was added to a solution of 
ester 21 (426 mg, 1.19 mmol) in THF (5 ml). The mixture was stirred at room temperature overnight. 
THF was removed in vacuum and the remained aqueous solution was acidified to pH 1 using IN HCI. 
A precipitate formed which was collected by filtration, washed with H 2 0 and dried to give the title 
compound 22 as a white solid, (320 mg, 78%). ^-NMR (DMSO) 8: 2.96 (t, J = 8.6 Hz, 2H); 3.43 (t, J 
= 8.6 Hz, 2H); 3.62 (s, 3H); 3.72 (s, 6H); 4.29 (s, 2H); 6.58 (s, 1H); 6.60 (s, 2H); 7.53 (s, 1H); 7.61 
(d, J = 8.8 Hz, 1H). 

Steps 4 and 5. l-(3,4,5-Trimethoxy-benzyl)-2,3-dihydro-lH-indole-6-carboxylic acid (2- 
amino-5-thiophen-2-yl-phenyl)-amide (23) 

[0255] Following the procedures described in Example 1, steps 3 and 4, the title compound 23 
was obtained as a yellow solid (294 mg, 41%). *H NMR: (DMSO) 8 (ppm): 9.37 (s, 1H), 7.73 (d, J = 
8.4 Hz, 1H), 7.70 (s, 1H), 7.44 (d, J = 2.0 Hz, 1H), 7.33 (d, J = 5.1 Hz, 1H), 7.25 (dd, J = 8.2, 2.0 

10/574,088 241 
Substitute specification 



Hz, 1H), 7.22 (d, J = 3.3 Hz, 1H), 7.03 (dd, J = 4.2, 4.2 Hz, 1H), 6.78 (d, J = 8.4 Hz, 1H), 6.66 (d, 
J = 8.2 Hz, 1H), 6.64 (s, 2H), 5.06 (s, 2H), 4.32 (s, 2H), 3.75 (s, 6H), 3.64 (s, 3H), 3.45 (t, J = 8.3 
Hz, 2H), 3.00 (t, J = 8.5 Hz, 2H). MS: (calc.) 515.2; (obt.) 513.7 (MH) + . 



Example 5 




A/-[2-amino-5-(2-thienyl)phenyl]-5-{[(3,4,5-trimethoxyphenyl)amino]methyl}-l-benzofuran- 
2-carboxamide (29) 
Scheme 4 



XX 



•OH Ethyl bromoacetate 
CHO K 2 C0 3 , DMF 



1. NBS, VAZO, CCI 4 , 



2.NaHC0 3 , dioxane, 
water, 80°C 



3,4,5-Trimethoxyaniline 
PhSiH 3 , Bu 2 SnCI 2 , THF 



OMe 

1. LiOH.THF, H 2 0 

2. NaH, BOP, Pyridine, 2-Nitro-5-thiophen-2-yl-aniline 

3. SnCI 2 .H 2 0, NH4OAC, THF, H 2 0, MeOH 

MeO. 




29:example 5 



Step 1: Ethyl 5-Methyl-benzofuran-2-carboxylate (25). 

[0256] To a stirred suspension of 2-hydroxy-5-methylbenzaldehyde (5 g, 36.7 mmol) and K 2 C0 3 
(12.7 g, 91.8 mmol) in DMF (30 mL), ethyl bromoacetate (4.07 ml, 36.7 mmol) was added drop- 
wise. This mixture was allowed to stir for two hours under nitrogen at room temperature, and was 
then heated to 80°C and stirred overnight. The reaction was quenched with H 2 0 to form a precipitate 
which was collected by filtration and purified by flash chromatography (eluent 5% EtOAc in hexane) to 
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give the title compound 25 (2.30 g, 31%). ^-NMR (CDCI 3 ) 8: 1.45 (t, J=7.0 Hz, 3H); 2.47 (s, 3H); 
4.45 (q, J=7.0 Hz, 2H); 7.26 (m, 1H); 7.46 (m, 3H). 

Steps 2-3. 5-Hydroxymethyl-benzofuran-2-carboxylic acid ethyl ester (26). 
[0257] A mixture of the ester 25 (2.26 g, 11.1 mmol), /V-bromosuccinimide (2.37 g, 13.3 mmol) 
and VAZO (271 mg, 1.11 mmol) was refluxed overnight in CCI 4 (50 imL) under nitrogen. The reaction 
mixture was cooled to the room temperature, diluted with dichloromethahe and washed with water. 
The organic layer was dried over anhydrous MgS0 4 and concentrated in vacuum. The residue was 
purified by flash chromatography (eluent 5% EtOAc in hexane) to give ethyl 5-bromomethyl- 
benzofuran-2-carboxylate. This compound was dissolved in dioxane (20 ml) and a solution of NaHC0 3 
(1.76 g, 20.9 mmol) in water (20 ml) was added. The reaction was stirred at 80°C during 16 h. The 
solvent was evaporated and the product was dissolved in EtOAc and washed with brine. The organic 
layer was dried over anhydrous MgS0 4 and concentrated in vacuum. The residue was purified by 
flash chromatography (eluent 20-40% EtOAc in hexane to give the title compound 26 (2.55 g, 61%) 
as a white solid. ^-NMR (DMSO) 8: 7.74 (d, J = 1.0 Hz, 1H), 7.71-7.70 (m, 1H), 7.65 (d, J = 8.6 Hz, 
1H), 7.44 (dd, J = 8.6, 1.8 Hz, 1H), 5.31 (t, J = 5.8 Hz, 1H), 4.59 (d, J = 5.7 Hz, 2H), 4.35 (q, 
J=7.1 Hz, 2H); 1.34 (t, J = 7.0, 3H). 

Step 4: Ethyl 5-Formyl-benzofuran-2-carboxylate (27). 

[0258] To a solution of the compound 26 (2.53 g, 11.49 mmol) in DCM (70 ml) was added Mn0 2 
(9.99 g, 114.9 mmol). The reaction mixture was stirred at room temperature for 16 h and then 
filtered through a celite pad. The filtrate was concentrated in vacuum to give the title compound 27 
(2.19 g, 87%) as a white solid. ^-NMR (DMSO) 8: 10.07 (s, 1H), 8.40-8.39 (m, 1H), 8.03 (dd, J = 
8.6, 1.6 Hz, 1H), 7.93-7.92 (m, 2H), 4.38 (q, J=7.1 Hz, 2H); 1.35 (t, J = 7.0, 3H). 

Step 5: 5-[(3,4,5-Trimethoxy-phenylamino)-methyl]-benzofuran-2-carboxylic acid ethyl 
ester (28). 

[0259] Following the same procedure as described in Example 4, Step 2, but substituting 
compound 20 and 3,4,5-trimethoxybenzaldehyde for 3,4,5-trimethoxyaniline and compound 27, the 
title compound was obtained in 99% yield. : H NMR: (DMSO) 8 (ppm): 7.75 (d, J = 1.0 Hz, 1H), 7.73 
(d, J = 1.0 Hz, 1H), 7.66 (d, J = 8.6 Hz, 1H), 7.51 (dd, J = 8.6, 1.8 Hz, 1H), 6.11 (t, J = 6.1 Hz, 
1H), 5.89 (s, 2H), 4.37-4.32 (m, 4H), 3.63 (s, 6H), 3.49 (s, 3H), 1.33 (t, J = 7.0, 3H). 
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Steps 6-8: 5-[(3,4,5-Trimethoxy-phenylamino)-methyl]-benzofuran-2-carboxylic acid (2- 
amino-5-thiophen-2-yl-phenyl)-amide (29) 

[0260] Following the same procedure as described in Example 4 step 3 and then the procedures 
described in Example 1, steps 3 and 4, the title compound 29 was obtained as an orange solid in 
73% yield. X H NMR: (DMSO) 8 (ppm): 9.92 (s, 1H), 7.77 (d, J = 1.0 Hz, 1H), 7.70 (s, 1H), 7.65 (d, J 
= 8.6 Hz, 1H), 7.49 (dd, J = 8.6, 1.8 Hz, 1H), 7.46 (d, J = 2.2 Hz, 1H), 7.34 (dd, J = 5.1, 1.0 Hz, 
1H), 7.30 (dd, J = 8.2, 2.2 Hz, 1H), 7.23 (dd, J = 3.5, 1.2 Hz, 1H), 7.04 (dd, J = 5.1, 3.5 Hz, 1H), 
6.80 (d, J = 8.4 Hz, 1H), 6.12 (t, J = 5.8 Hz, 1H), 5.91 (s, 2H), 4.35 (d, J = 5.9 Hz, 2H), 3.64 (s, 
6H), 3.50 (s, 3H). MS: (calc.) 529.2; (obt.) 530.7 (MH) + . 

Example 6 



4-{[(3,4-dimethoxyphenyl)amino]methyl}-A/-[3-(2-thienyl)phenyl]benzamide (32) 
Scheme 5 



NH 2 



a, 



B(OH) 2 



K 2 C0 3 , H 2 0 
DME, 80°C 




Step 1: 3-Thiophen-2-yl-phenylamine (31). 

[0261] Following the same procedure as described in Example 1 step 2, but substituting 
compound 2 for compound 30, the title compound 31 was obtained in 50% yield. X H NMR: (DMSO) 8 
(ppm): 7.45 (dd, J = 5.1, 1.2 Hz, 1H), 7.32 (dd, J = 3.7, 1.2 Hz, 1H), 7.07 (dd, J = 3.7, 1.2 Hz, 1H), 
7.02 (dd, J = 7.7, 7.7 Hz, 1H), 6.81 (dd, J = 1.9, 1.9 Hz, 1H), 6.78 (ddd, J = 7.4, 1.6, 0.8 Hz, 1H), 
6.48 (ddd, J = 8.0, 2.3, 1.0 Hz, 1H), 5.20 (s, 2H). MS: (calc.) 176.4; (obt.) 175.1 (MH) + . 
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Step 2: 4-[(3,4-Dimethoxy-phenylamino)-methyl]-N-(3-thiophen-2-yl-phenyl)-benzamide 
(32). 

[0262] To a stirred solution of 31 (122 mg, 0.696 mmol), acid 4 (182 mg, 0.633 mmol) and 
BOP (308 mg, 0.696 mmol) in DMF (4 ml) was added Et 3 N (265 1.90 mmol). The reaction was 
stirred 3 h at room temperature under nitrogen, quenched with H 2 0 and evaporated. The residue was 
extracted with ethyl acetate, washed with saturated solutions of NH 4 CI, NaHC0 3 and brine. The 
organic layer was dried over anhydrous MgS0 4 and concentrated in vacuum to form a material which 
was purified by flash chromatography (eluent 40% EtOAc in hexane) to give the title compound 32 
(70 mg, 25%) as a yellow solid. X H NMR: (DMSO) 8 (ppm): 10.25 (s, 1H), 8.09-8.08 (m, 1H), 7.73 
(ddd, J = 7.6, 3.7, 3.7 Hz, 1H), 7.54 (dd, J = 5.1, 1.0 Hz, 1H), 7.49 (d, J = 8.2 Hz, 2H), 7.45 (dd, J 
= 3.7, 1.2 Hz, 1H), 7.42-7.32 (m, 2H), 7.13 (dd, J = 5.1, 3.7 Hz, 1H), 6.64 (d, J = 8.6 Hz, 1H), 
6.31 (d, J = 2.5 Hz, 1H), 6.00-5.97 (m, 2H), 4.31 (d, J = 6.1 Hz, 2H), 3.65 (s, 3H), 3.59 (s, 3H). 
MS: (calc), 444.2; (obt.) 445.5 (MH) + . 
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Example 7 




A/-[2-amino-5-(2-thienyl)phenyl]-4-{[(4-pyridin-3-ylpyrimidin-2-yl)amino]methyl}benzamide 

(43) 
Scheme 6 




Step 1: 3-Dimethylamino-l-pyridin-3-yl-propenone (38) 
[0263] A stirred solution of 3-acetylpyridine (37, 30.0 g, 247.6 mmol) and N,N- 
dimethylformamide dimethylacetal (65.8 ml, 495.2 mmol) was refluxed under nitrogen for 4h. The 
reaction mixture was concentrated to dryness and 50 ml of diethyl ether were added to give a brown 
suspension. The solid was separated by filtration, rinsed with Et 2 0 and dried to afford the title 
compound 38 (36.97 g, 85% yield) as an orange crystalline solid. X H NMR (400 MHz, CDCI 3 ) 5(ppm): 
9.08 (d, J = 2.2 Hz, 1H), 8.66 (dd, J = 4.9, 1.4 Hz, 1H), 8.26-8.23 (m, 1H), 7.85 (d, J = 12.1 Hz, 
1H), 7.40 (dd, J = 7.8, 4.9 Hz, 1H), 5.68 (d, J = 12.1 Hz, 1H), 3.20 (s, 3H), 2.97 (s, 3H). 
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Step 2: Methyl (4-guanidinomethyl)benzoate (40) 

[0264] To a stirred suspension of methyl 4-aminomethyl-benzoate hydrochloride (39, 15.7 g, 
77.8 mmol) and diisopropylethylamine (29.5 ml, 171.2 mmol) in DMF (85.6 ml) at room temperature 
under nitrogen was added pyrazole-l-carboxamidine hydrochloride (12.55 g, 85.6 mmol). After 4 h 
the reaction mixture as a clear solution was concentrated to dryness under vacuum and saturated 
aqueous solution of NaHC0 3 (35 ml) was added to give a suspension. The solid was separated by 
filtration and washed with cold water. The mother liquor was concentrated to produce additional 
amount of a solid material which was also collected by filtration. Both solids were combined, 
triturated with H 2 0 (50 ml), filtered off, washed with cold H 2 0 and diethyl ether, and dried to afford 
the title compound 40 (12.32 g, 77% yield) as a white crystalline solid. X H NMR: (400 MHz, DMS0-d 5 ) 
8 (ppm): 9.20-8.00 (m, 4H), AB system (s A = 7.91, S B = 7.39, J AB = 8.2 Hz, 4H), 4.39 (bs, 2H), 
3.83 (s, 3H). 

Step 3: Methyl 4-[(4-pyridin-3-yl-pyrimidin-2-ylamino)-methyl]-benzoate (41) 
[0265] To a stirred suspension of compounds 38 (0.394 g, 1.9 mmol) and 40 (0.402 g, 2.3 
mmol) in isopropyl alcohol (3.8 ml) at room temperature under nitrogen were added molecular sieves 
(0.2 g, 4 , powder). The reaction mixture was refluxed for 5h. MeOH (50 ml) was added, and the 
reaction mixture was brought to reflux again. A cloudy solution formed which was filtered through a 
celite pad, filtrate was concentrated to dryness and the residue was triturated with ethyl acetate (3 
ml), filtered off and dried to afford the title compound 41 (0.31 7g, 52%) as a white crystalline solid. 
X H NMR (400 MHz, DMSO-d 6 ) (ppm): 9.17 (bs, 1H), 8.64 (m,lH), 8.38 (m, 2H), 7.98 (t, J = 6.3 Hz, 
1H), 7.88 (m, 2H), 7.48 (m, 3H), 7.24 (d, J = 5.1 Hz, 1H), 4.64 (d, J = 6.1 Hz, 2H), 3.81 (s, 3H). 

Step 4: 4-[(4-Pyridin-3-yl-pyrimidin-2-ylamino)-methyl]-benzoic acid (42) 
[0266] To a stirred solution of 41 (3.68 g, 11.5 mmol) in a mixture of THF (23 ml) and MeOH (23 
ml) was added a solution of LiOH.H 2 0 (1.06 g, 25.3 mmol) in water (11.5 ml) at room temperature. 
The reaction mixture was stirred at 40 C overnight, cooled to the room temperature, and an aqueous 
solution of HCI (12.8 ml, 2/V) was added (pH ~ 4-5). The mixture was concentrated to dryness; the 
formed solid was triturated with water, filtered off, washed with minimum H 2 0 and dried to afford the 
title compound 42 (3.44 g, 95%) as a white solid. : H NMR (400 MHz, DMSO-d 5 ) 8(ppm): 12.83 (bs, 
1H), 9.23 (bs, 1H), 8.73-8.66 (m, 1H), 8.46-8.36 [m, included at 8.42 (d, J = 5.1 Hz), 2H], 8.02 (t, J 
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= 6.3 Hz, 1H), 7.91 (d, J = 8.2 Hz, 2H), 7.60-7.40 (m, 3H), 7.28 (d, J = 5.1 Hz, 1H), 4.67 (d, J = 
6.3 Hz, 2H). 



Step 5: W-(2-Amino-5-thiophen-2-yl-phenyl)-4-[(4-pyridin-3-yl-pyrimidin-2-ylamino)-methyl]- 
benzamide (43) 

[0267] Following the same procedure as described in Example 1, Steps 3-4, but substituting 
compound 4 for compound 42, the title compound was obtained in 62% yield. 
[0268] X H NMR (400 MHz, DMSO-d 6 ), 5 (ppm): 9.65 (s, 1H), 9.22 (s, 1H), 8.66 (d, J = 3.7 Hz, 
1H), 8.39 (d, J = 5.3 Hz, 2H), 8.01 (t, J = 6.5 Hz, 1H), 7.93 (d, J = 8.4 Hz, 2H), 7.53-7.44 (m, 4H), 
7.32 (dd, J = 5.1, 1.2 Hz, 1H), 7.28-7.24 (m, 2H), 7.21 (dd, J = 3.7, 1.2 Hz, 1H), 6.02 (dd, J = 5.1, 
3.5 Hz, 1H), 6.78 (d, J = 8.4 Hz, 1H), 5.13 (s, 2H), 4.65 (d, J= 5.7, 2H). MS: (calc.) 478.2; (obt.) 
479.5 (MH) + . 



Example 8 




H 2 N 



4-[({6-[2-(dimethylamino)ethoxy]-lH-benzimidazol-2-yl}thio)methyl]-/\f-[2-nitro-5-(2- 
thienyl)phenyl]benzamide (50) 
Scheme 7 
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Step 1: 2-Amino-benzothiazol-6-ol (45): 

[0269] The title compound 45 was obtained following the same procedure described in U.S. 
Patent Application No. 10/242,304, which is incorporated by reference in its entirety. The yield of 
the title compound was 49% yield. X H NMR: (CD 3 OD) S(ppm): 7.93 (d, J= 8.5 Hz, 2H), 7.50 (d, J= 8.5 
Hz, 2H), 7.31 (bs, 1H), 6.86 (bs.lH), 6.76 (dd, J= 8.8, 2.47 Hz, 1H), 4.49 (s, 2H), 3.94 (s, 3H). 

Step 2: 4-[(6-Hydroxy-benzothiazol-2-ylamino)-methyl]-benzoic acid methyl ester (46): 
[0270] The title compound 46 was obtained following the same procedure as for the reductive 
amination described in U.S. Patent Application No. 10/242,304, which is incorporated by reference 
in its entirety. The yield of the title compound was 92% yield. X H NMR: (Acetone-d 6 ) S(ppm): 8.06 (t, 
J=7.9 Hz, 2H), 7.65 (d, J=8.4 Hz, 2H), 7.36 (d, J=8.8 Hz, 1H), 7.21 (d, J=2.2 Hz, 1H), 6.88 (dd, 
J=8.8, 2.6 Hz, 1H), 4.87 (s, 2H), 3.95 (s, 3H). m/z: 315.2 (MH + ). 

Step 3: 4-{[6-(2-Dimethylamino-ethoxy)-benzothiazol-2-ylamino]-methyl}-benzoic acid 
methyl ester (47): 

[0271] The title compound 47 was obtained following the same procedure as for the Mitsunobu 
reaction described in U.S. Patent Application No. 10/242,304, which is incorporated by reference in 
its entirety. The yield of the title compound was 61% yield). X H NMR: (CD 3 0D) S(ppm): 7.98 (d, J=8.4 
Hz, 2H), 7.48 (d, J=8.0 Hz, 2H), 7.31 (d, J=8.8 Hz, 1H), 7.22 (d, J=2.5 Hz, 1H), 6.89 (dd, J=8.8, 
2.7 Hz, 1H), 4.68 (s, 2H), 4.09 (t, J=5.5 Hz, 2H), 3.88 (s, 3H), 2.77 (t, J=5.5 Hz, 2H), 2.35 (s, 6H). 
m/z: 386.4 (MH + ). 

Step 4: 4-{[6-(2-Dimethylamino-ethoxy)-benzothiazol-2-ylamino]-methyl}-benzoic acid (48): 
[0272] The title compound 48 was obtained following the same procedure as for the ester 
hydrolysis described in U.S. Patent Application No. 10/242,304, which is incorporated by reference 
in its entirety. The yield of the title compound was 63% yield. X H NMR: (CD 3 OD) 8(ppm): 8.43 (bs, 1H), 
7.92 (d, J=8.0 Hz, 2H), 7.48 (d, J=8.2 Hz, 2H), 7.38 (s, 1H), 7.30 (d, J=8.4 Hz, 1H), 6.87 (d, J=9.2 
Hz, 1H), 4.66 (d, J=5.1 Hz, 2H), 4.17 (t, J=4.7 Hz, 2H), 3.06 (bs, 2H), 2.54 (s, 6H). m/z: 372.4 
(MH + ). 
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Step 5: 4-[6-(2-Dimethylamino-ethoxy)-lH-benzoimidazol-2-ylsulfanylmethyl]-N-(2-nitro-5- 
thiophen-2-yl-phenyl)-benzamide (49) 

[0273] The title compound 49 was obtained following the same procedure as Example 1, step 3, 
but substituting compound 4 for compound 48 in 83% yield. *H NMR: (DMSO-d 5 ) 5(ppm): 10.92 (bs, 
1H), 8.26 (bs, 1H), 8.16 (s, 1H), 8.05 (d, J=9.0 Hz, 1H), 7.82 (d, J=7.4 Hz, 2H), 7.74-7.67 (m, 2H), 
7.31-7.21 (m, 5H), 6.79 (d, J=8.4 Hz, 1H), 4.54 (d, J=4.7 Hz, 2H), 3.99 (bs, 2H), 2.59 (t, J=5.9 Hz, 
2H), 2.20 (s, 6H). 

Step 6: A/-[2-amino-5-(2-thienyl)phenyl]-4-[({6-[2-(dimethylamino)ethoxy]-lH-benzimidazol- 
2-yl}thio)methyl]benzamide A/-(2-Amino-5-thiophen-2-yl-phenyl)-4-{[6-(2-dimethylamino- 
ethoxy)-benzothiazol-2-ylamino]-methyl}-benzamide (50) 

[0274] The title compound 50 was obtained following the same procedures as Example 1, step 
4, but substituting compound 5 for compound 49 in 7% yield. X H NMR: (DMSO-d 5 ) d (ppm): 9.68 (s, 
1H), 8.39 (bs, 1H), 7.95 (d, J=7.4 Hz, 2H), 7.47 (d, J=8.4 Hz, 2H), 7.44 (s, 1H), 7.32 (s, 1H), 7.27- 
7.21 (m, 3H), 7.02 (s, 1H), 6.80 (t, J=9.8 Hz, 2H), 5.14 (s, 2H), 5.63 (d, J=4.5 Hz, 2H), 4.05 (bs, 
2H), 2.76 (bs, 2H), 2.32 (s, 6H). m/z: 544.5 (MH + ). 



Example 9 




A/-[2-amino-5-(2-thienyl)phenyl]-4-{[(6-chloro-5-fluoro-lH-benzimidazol-2- 
yl)thio]methyl}benzamide (55) 



Scheme 8 




55: Example 9 
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Step 1: 4-(6-Chloro-5-fluoro-lH-benzoimidazol-2-ylsulfanylmethyl)-benzoic acid methyl 
ester (52) 

[0275] The title compound 52 was obtained following the same procedure as for the S-alkylation 
described in U.S. Patent Application No. 10/242,304, which is incorporated by reference in its 
entirety. The yield of the title compound was 55% yield. 

[0276] X H NMR: (DMS0-d 6 ) S(ppm): 7.85 (d, J=8.4 Hz, 2H), 7.55 (d, J=8.4 Hz, 2H), 3.80 (s, 2H), 
3.34 (s, 3H). m/z: 351.2 (MH + ). 

Step 2: 4-{6-[(Pyridin-3-ylmethyl)-amino]-benzothiazol-2-ylsulfanylmethyl}-benzoic acid 
methyl ester (53): 

[0277] The title compound 53 was obtained following the same procedure as for the ester 
hydrolysis described in U.S. Patent Application No. 10/242,304, which is incorporated by reference 
in its entirety. The yield of the title compound was 83% yield. 

[0278] L H NMR: (DMS0-d 6 ) 8(ppm): 7.88 (d, J=8.2 Hz, 2H), 7.67 (d, J=6.8 Hz, 1H), 7.55 (d, 
J=8.2 Hz, 2H), 7.53 (d, J=6.8 Hz, 1H), 4.65 (s, 2H). 

Step 3: /V-(2-Amino-phenyl)-4-{6-[(pyridin-3-ylmethyl)-amino]-benzothiazol-2-yl 
sulfanylmethylj-benzamide (54): 

[0279] The title compound 54 was obtained following the same procedure as Example 1, step 3, 
but substituting compound 4 for compound 53 in 66% yield. 

[0280] X H NMR: (DMS0-d 6 ) 5(ppm): 12.89 (bs, 1H), 10.79 (s, 1H), 8.12 (d, J=2.0 Hz, 1H), 8.05 
(d, J=8.8 Hz, 2H), 7.90-7.68 (m, 3H), 7.62 (d, J=8.4 Hz, 2H), 7.48 (bs, 1H), 7.21 (dd, J=4.9, 3.7 
Hz, 1H), 4.65 (s, 2H). m/z: 539.5 

Step 4: /V-(2-Amino-5-thiophen-2-yl-phenyl)-4-(6-chloro-5-fluoro-lH-benzoimidazol-2- 
ylsulfanylmethyl)-benzamide (55) 

[0281] The title compound 55 was obtained following the same procedure as Example 1, step 4, 
but substituting compound 5 for compound 54 in 14% yield. X H NMR: (DMSO-d 6 ) d (ppm): 12.96 (s, 
0.5H), 12.92 (s, 0.5H), 9.71 (s, 1H), 7.96 (d, J=8.0 Hz, 2H), 8.35 (s, 0.5H), 7.79 (d, J=7.0 Hz, 
0.5H), 7.64 (d, J=7.0 Hz, 0.5H), 7.62 (d, J=7.8 Hz, 2H), 7.50 (s, 0.5H), 7.48 (s, 1H), 7.38 (d, J=4.9 
Hz, 1H), 7.32 (d, J=8.4 Hz, 1H), 7.27 (d, J=3.1 Hz, 1H), 7.08 (t, J=3.7 Hz, 1H), 6.83 (d, J=8.4 Hz, 
1H), 5.19 (s, 2H), 4.69 (d, J=3.5 Hz, 2H). m/z: 509.5 
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Example 10 




A/-(4-amino-5-phenyl-3-thienyl)-4-{[(3,4-dimethoxyphenyl)amino]methyl}benzamide (61) 
Scheme 9 

-S boc 2 o rT S \ NB S-CCl 4 



JT>— X> 



H 3 C. 



jrV B r phB (° H )2, f 



BocHN^A Pd(Ph 3 P) 4 BocHN 
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61: Example 10 




Step 1: (4-tert-Butoxycarbonylamino-thiophen-3-yl)-carbamic acid tert-butyl ester (57) 
[0282] To a vigorously stirred THF (40 mL) solution of 3,4-diaminothiophene light petroleum 
ether (300 mL) was added (l.OOg, 8.77mmol). To this mixture a solution of di-t-butyldicarbonate 
(3.82g, 17.5mmol) in petroleum ether (lOOmL) was added over a period of 30 min. Stirring was 
continued for 16h and the solvents were distilled off. The residue was dissolved in DCM and washed 
twice with IN HCI, dried over MgS0 4 and concentrated in vacuum to a ~ 20 mL volume. Hexane was 
slowly added with stirring and brown crystalline material precipitated out. The product was collected 
by filtration, washed with hexane and the mother liquor was allowed to crystallize again to yield a 
second crop of the product. The two crops were combined thus affording the title compound 57 
(2.19g, 80% yield). This procedure is essentially as described in Brugier et a/. Tetrahedron (1997) 
30: 10331-10344, which is incorporated by reference in its entirety. X H NMR: (CDCI 3 ) 5(ppm): 7.14 
(s, 2H), 6.66 (bs, 1H), 1.54 (s, 18H). 

[0283] Neutral 3,4-diaminothiophene is obtained by dissolving 3,4-diaminothiophene 
dihydrochloride (Toronto Research) (2.0g, lOJmmol ) in a minimum volume of IN aqueous HCI and 
make the solution basic by addition of 2N aqueous NaOH. The precipitate is extracted twice with 
EtOAc and the combined organic layers dried with MgS0 4 and concentrated (l.OOg, 82% recovery). 
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Step 2: (2-Bromo-4-tert-butoxycarbonylamino-thiophen-3-yl)-carbamic acid tert-butyl ester 
(58) 

[0284] NBS (1.22g, 6.87 mmol) was added to a solution of compound 57 (2.16g, 6.87 mmol) in 
CCI 4 (137 mL) at r.t. The mixture was stirred for 16h. The solid material was filtered off and the 
filtrate was collected and washed with water. The organic layer was dried over MgS0 4 and 
concentrated in vacuum. The residue was purified by flash chromatography with DCM as an eluent 
affording the title compound 58 (1.92 g, 71% yield). : H NMR: (CDCI 3 ) 5(ppm): 7.30 (bs, 1H), 6.00 (s, 
1H), 1.45 (s, 9H), 1.43 (s, 9H). m/z: 415.4/417.4 (M+Na/M+2+Na). This procedure is essentially 
as described in Brugier etal., Tetrahedron, 56: 2985-2993 (2000), which is incorporated by 
reference in its entirety. 

Step 3: (4-tert-Butoxycarbonylamino-5-phenyl-thiophen-3-yl)-carbamic acid tert-butyl ester 
(59) 

[0285] In a flame-dried round-bottom flask, tetrakis(triphenylphosphine) palladium (59 mg, 0.051 
mmol) was added to a degassed solution of compound 58 (400 mg, 1.02 mmol) in DME (5 mL). 
Phenylboronic acid (186 mg, 1.53 mmol), water (2.5 mL), and Na 2 C0 3 (324 mg, 3.06 mmol) were 
successively added, degassing and purging with nitrogen between each addition. The mixture was 
refluxed under nitrogen atmosphere for 3 h and partitioned between Et20 and water. The organic 
layer was dried over MgSCU and concentrated in vacuum. The title compound 59 (398 mg, 100% 
yield) was obtained as a brown oil. X H NMR: (CDCI 3 ) S(ppm): 7.51-7.31 (m, 6H), 1.54 (s, 18H). m/z: 
413.5 (M+Na + ). This procedure is essentially as described in Brugier et a/., Tetrahedron, 56: 2985- 
2993 (2000), which is incorporated by reference in its entirety. 

Step 4: 2-Phenyl-thiophene-3,4-diamine (60) 

[0286] To a solution of compound 59 in glacial acetic acid (102 pi) was added a 30% solution 
of HBr in acetic acid (102 pL). The mixture was stirred for 16h at r.t. and Et 2 0 (10 mL) was added. 
The precipitate was collected by filtration and immediately dissolved in water, neutralized by addition 
of 2N aqueous NaOH and the precipitate was extracted with Et 2 0. The organic layer was dried over 
MgS0 4 and concentrated in vacuum affording the title compound 60 (34 mg, 69% yield). This 
procedure is essentially as described in Brugier eta/., Tetrahedron, 30: 10331-10344 (1997), which 
is incorporated by reference in its entirety. : H NMR: (CDCI 3 ) 8(ppm): 7.49 (dd, J=8.4, 1.4 Hz, 2H), 
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7.41 ft, J=7.6 Hz, 2H), 7.26 (dd, J=10.2, 7.2 Hz, 1H), 6.22 (s, 1H), 3.51 (bs, 4H). m/z: 191.3 
(MH + ). 

Step 5: A/-(4-Amino-5-phenyl-thiophen-3-yl)-4-[(3,4-dimethoxy-phenylamino)-methyl]- 
benzamide (61) 

[0287] The title compound 61 was obtained following the same procedure as described in 
Example 6, step 2, but substituting compound 31 for compound 60 in 73% yield). 
[0288] X H NMR: (CD 3 0D) S(ppm): 7.91 (d, J=8.2 Hz, 2H), 7.52 (d, J=8.0 Hz, 2H), 7.51 (dd, 
J=7.0, 1.2 Hz, 2H), 7.42 (t, J=7.4 Hz, 2H), 7.38 (s, 1H), 7.28 (tt, J=7.4, 1.8 Hz, 1H), 6.71 (d, 
J=8.6 Hz, 1H), 6.37 (d, J=2.7 Hz, 1H), 6.13 (dd, J=8.6, 2.5 Hz, 1H), 4.38 (s, 2H), 3.74 (s, 3H), 
3.71 (s, 3H). m/z: 460.5 (MH + ). 



A/-(3-amin0-2,2'-bithien-4-yl)-4-{[(3,4-dimethoxyphenyl)amino]methyl}benzamide (62) 
[0289] The title compound 62 was obtained following the same procedures as Example 10, 
substituting phenylboronic acid in the step 3 for 2-thiopheneboronic acid in 29% yield. X H NMR: 
(DMSO-de) 8(ppm): 7.90 (d, J=8.4 Hz, 2H), 7.52 (d, J=8.4 Hz, 2H), 7.37 (dd, J=5.1, 1.2 Hz, 1H), 
7.36 (s, 1H), 7.14 (dd, J=3.7, 1.2 Hz, 1H), 7.10 (dd, J=5.1, 3.5 Hz, 1H), 6.71 (d, J=7.4 Hz, 1H), 
6.36 (d, J=2.5 Hz, 1H), 4.38 (s, 2H), 3.74 (s, 3H), 3.71 (s, 3H), m/z: 466.5 (MH + ). 



Example 11 




Example 12 




trans-A/-[2-amino-5-(2-thienyl)phenyl]-3-(4-{[(3,4,5- 
trimethoxyphenyl)amino]methyl}phenyl)acrylamide (67) 
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Scheme 10 



o ;j y ^vv^^ h fx 




Steps 1-3: 3-{4-[(3,4,5-Trimethoxy-phenylamino)-methyl]-phenyl}-acrylic acid (66) 

[0290] The title compound 66 and the synthetic pathway depicted in scheme 10 were described 

in U.S. Patent Application No. 10/242,304, which is incorporated by reference in its entirety. 

Steps 4-5. /V-(2-Amino-5-thiophen-2-yl-phenyl)-3-{4-[(3,4,5-trimethoxy-phenylamino)- 
methyl]-phenyl}-acrylamide (67) 

[0291] The title compound 67 was obtained following the same procedures described in 
Example 1, steps 3 and 4, but substituting compound 4 for compound 66 in 32% yield. 
[0292] X H NMR (400 MHz, DMSO d 6 ): 9.40 (s, 1H); 7.67 (s, 1H); 7.56 (d, 2H, J=7.6 Hz); 7.51 (s, 
1H); 7.42 (d, 2H, J=8.0 Hz); 7.33 (d, 1H, J=5.1Hz); 7.23-7.19 (m, 2H); 7.03 (dd, 1H, J=3.7, 4.9Hz); 
6.85 (d, 1H, J=15.7 Hz); 6.76 (d, 1H, J=8.2Hz); 6.08 (dd, 1H; J=5.7, 6.0 Hz ); 5.87 (s, 2H); 5.19 
(s, 2H); 4.25 (d, 2H, J=5.9 Hz), 3.63 (s, 6H); 3.49 (s, 3H). 



Example 13 




H 2 N 

Af-(2-amino-5-butylphenyl)-4-{[(3,4-dimethoxyphenyl)amino]methyl}benzamide (68) and 
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Example 13a 



o 




N-(2-amino-5-butylphenyl)-4-methylbenzamide 



Scheme 11 



o 





NiCI 2 , NaBH 4 



MeOH, 0°C. 2h 



68: Example 13 69: Example 13a 



[0293] A stirred solution of nitrocompound 5 (207 mg; 0.42 mmol) and nickelODchloride 
hexahydrate (595 mg; 2.5 mmol) in methanol (6 mL) at 0°C was treated with the solid sodium 
borohydride (430 mg; 11.4 mmol) and the mixture stirred at the same temperature for 2h, quenched 
with acetone, poured into 5% NH 4 0H in brine and extracted with dichloromethane. The organic layer 
was dried (Na 2 S0 4 ), filtered and concentrated. After flash chromatography on a silica gel column 
(eluent 20% AcOEt in dichloromethane), compound 68 (62 mg; 0.143 mmol, 34%) and 69 (22 mg, 
0.078 mmol, 19%) were obtained. 

[0294] Compound 68: l H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.58 (s, 1H); 7.89 (d, J=8.2, 2H); 
7.45 (d, J=8.2, 2H); 6.97 (s, 1H); 6.78 (dd, J=2.0; 8.2, 1H); 6.67 (d, J=8.0, 1H); 6.64 (d, J=8.6, 
1H); 6.31 (d, J=2.5, 1H); 5.99-5.96 (m, 2H); 4.68 (bs, 2H); 4.29 (d, J=6.3, 2H); 3.65 (s, 3H); 3.58 
(s, 3H); 2.43 (t, J=7.4, 2H); 1.49 (m, J=7.4, 2H); 1.30 (m, J=7.4, 2H); 0.89 (t, J=7.4, 3H). 
[0295] Compound 69: l H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.57 (s, 1H); 7.86 (d, J=8.1, 2H); 
7.30 (d, J=8.1, 2H); 6.78 (dd, J=2.0; 8.0, 1H); 6.68 (d, J=8.0, 1H); 4.67 (bs, 2H); 2.44 (t, J=7.4, 
2H); 2.38 (s, 3H); 1.49 (m, J=7.4, 2H); 1.31 (m, J=7.4, 2H); 0.89 (t, J=7.4, 3H). 



Af-(2-amino-4-butylphenyl)-4-{[(3,4-dimethoxyphenyl)amino]methyl}benzamide (70) and 



Example 14 




o' 
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Example 14a 




Af-(2-amino-4-butylphenyl)-4-methylbenzamide (71) 
[0296] Following the same procedure as described in Example 13, but substituting the 
compound 5 for compound 15 in 53 and 9% yields, respectively. 

Scheme 12 




[0297] Compound 70: X H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.51 (s, 1H); 7.88 (d, J=8.4, 2H); 
7.44 (d, J=8.4, 2H); 7.00 (d, J=8.3, 1H); 6.63 (d, J=8.3, 1H); 6.58 (d, J=2.0, 1H); 6.30 (d, J=2.5, 
1H); 5.99-5.96 (m, 2H); 4.79 (bs, 2H); 4.29 (d, J=6.1, 2H); 3.65 (s, 3H); 3.59 (s, 3H); 2.45 (t, 
J=7.4, 2H); 1.52 (m, J=7.4, 2H); 1.30 (m, J=7.4, 2H); 0.90 (t, J=7.4, 3H). 
[0298] Compound 71: l H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.51 (s, 1H); 7.85 (d, J=8.0, 2H); 
7.28 (d, J=8.0, 2H); 7.01 (d, J=8.5, 1H); 6.58 (d, J=2.0, 1H); 6.40 (d, J=2.0, 8.5, 1H); 4.78 (bs, 
2H); 2.45 (t, J=7.4, 2H); 2.38 (s, 3H); 1.53 (m, J=7.4, 2H); 1.31 (m, J=7.4, 2H); 0.90 (t, J=7.4, 
3H). 

Example 15 




H 2 N 

A/-[2-amino-5-(3-hydroxyprop-l-yn-l-yl)phenyl]-4-{[(3,4- 
dimethoxyphenyl)amino]methyl}benzamide (76) 
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Scheme 13 




SnCI 2 , NH 4 OAc, THF, 
MeOH, H 2 0, 75°C 



O 




76: Example 15 



Step 1: 3-(3-Amino-4-nitro-phenyl)-prop-2-yn-l-ol (72) 

[0299] A suspension of bromoarene 2 (447mg g; 2.06 mmol); tetrakis(triphenylphosphine) 
palladium(O) (145mg, 0.12 mmol) and copper(l)iodide (143mg, 0.75mmol) in degassed 
ethyleneglycol dimethylether (2.5 mL) and triethylamine (1.5 mL), was stirred at room temperature 
under nitrogen in the dark for 10 min and then treated with neat prop-2-yn-l-ol (0.7 mL, 12 mmol) (or 
any other alkyne of choice, 5 eq.), and the mixture stirred under the same conditions for 48h, diluted 
with dichloromethane (50 mL), filtered through a celite pad and concentrated. Purification by flash 
chromatography (eluent 50 to 75% AcOEt in hexane) afforded compound 72 (328 mg, 83% yield). 
[0300] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 7.92 (d, J=8.8, 1H); 7.46 (bs, 2H); 7.04 (d, 
J=1.7, 1H); 6.57 (dd, J=1.7, 8.8, 1H); 5.41 (t, J=6.1, 1H); 4.30 (d, J=6.1, 2H). 

Step 2: 5-[3-(tert-Butyl-diphenyl-silanyloxy)-prop-l-ynyl]-2-nitro-phenylamine (73) 
[0301] A solution of alcohol 72 (328 mg, 1.71 mmol) and imidazole (308 mg, 4.5 mmol) in N,N- 
dimethylformamide (3 mL) was treated with neat tert-butyl-chloro-diphenyl-silane (0.5 mL, 1.9 mmol) 
and the solution stirred under nitrogen for 18h, diluted with ethyl acetate (300 mL), washed with 5% 
aqueous KHS0 4 , then with saturated NaHC0 3 and finally with water, dried (MgS0 4 ), filtered and 
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concentrated in vacuum. The crude mixture was purified by flash chromatography (eluent 50% ether 
in hexane, then 50% EtOAc in dichloromethane) to give compound 73 (691 mg, 94% yield). 
[0302] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 7.91 (d, J=8.8, 1H); 7.68-7-66 (m, 4H) 7.46-7.44 
(m, 6H); 7.01 (d, J=1.7, 1H); 6.46 (dd, J=1.7, 8.8, 1H); 4.61 (d, 2H); 1.03 (d, 9H). 

Step 3: A/-{5-[3-(tert-Butyl-diphenyl-silanyloxy)-prop-l-ynyl]-2-nitro-phenyl}-4-[(3,4- 
dimethoxy-phenylamino)-methyl]-benzamide (74) 

[0303] Following the same procedure as described in Example 1, step 3, but substituting 
compound 3 for compound 73 title compound was obtained in 77% yield. 

[0304] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 10.7 (s, 1H); 7.97 (d, J=8.6, 1H); 7.88 (d, J=8.4, 
2H); 7.76 (d, J=1.8, 1H); 7.70-7-67 (m, 4H); 7.52 (d, J=8.4, 2H); 7.47-7-44 (m, 6H); 7.25 (d, J=7.4, 
1H); 6.64 (d, J=8.6, 1H); 6.31 (d, J=2.8, 1H); 6.01-5.96 (m, 2H); 4.65 (s, 2H); 4.31 (d, J=6.1, 2H); 
3.65 (s, 3H); 3.55 (s, 3H); 1.03 (d, 9H). 

Step 4: 4-[(3,4-Dimethoxy-phenylamino)-methyl]-N-[5-(3-hydroxy-prop-l-ynyl)-2-nitro- 
phenyl]-benzamide (75) 

[0305] A solution of compound 74 (871 mg, 1.24 mmol) in THF (3 mL) was treated with 1.0 M 
solution of tetrabutylammonium fluoride in THF (2.0 mL, 2.0 mmol) followed by 70% hydrogen 
fluoride in pyridine (0.1 mL), and the solution stirred under nitrogen for 12h, diluted with ethyl acetate 
(200 mL) and washed with saturated NaHC0 3 (50 mL) and then with water (6x100 mL), dried 
(Na 2 S0 4 ), filtered and concentrated in vacuum. The crude material (647 mg) was pure enough for the 
next step without further purification. 

Step 5: A/-[2-Amino-5-(3-hydroxy-prop-l-ynyl)-phenyl]-4-[(3,4-dimethoxy-phenyl amino)- 
methyl]-benzamide (76) 

[0306] Following the same procedure as described in Example 1, Step 4, but substituting 
compound 5 for compound 75 in 52% yield. 

[0307] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.51 (s, 1H); 7.88 (d, J=8.2, 2H); 7.45 (d, J=8.2, 
2H); 7.22 (d, J=1.8, 1H); 6.99 (dd, J=1.8, 8.2, 1H); 6.69 (d, J=8.4, 1H); 6.63 (d, J=8.4, 1H); 6.31 
(d, J=2.3, 1H); 5.99-5.96 (m, 2H); 5.30 (s, 2H); 5.19 (d, J=5.9, 1H); 4.29 (d, J=5.9, 2H); 4.23 (d, 
J=5.3, 2H); 3.65 (s, 3H); 3.55 (s, 3H). 
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Example 16 




H 2 N 



A/-{2-amino-5-[3-(dimethylamino)prop-l-yn-l-yl]phenyl}-4-{[(3,4- 
dimethoxyphenyl)amino]methyl}benzamide (79) 

Scheme 14 




79: Example 16 



Step 1: 5-(3-Dimethylamino-prop-l-ynyl)-2-nitro-phenylamine (77) 

[0308] Following the same procedure described in Example 15, step 1 but substituting propargyl 
alcohol for /V,/V-dimethylpropargyl amine, the title compound was obtained in 80% yield. 
[0309] X H NMR: (400.2 MHz, DMSO) 5 (ppm): 8.02 (d, J=8.8, 1H); 6.87 (d, J=1.6, 1H); 6.69 
(dd, J=1.6, 8.8, 1H); 6.18 (bs, 2H); 3.48 (s, 2H); 2.38 (s, 6H). 

Step 2: 4-[(3,4-Dimethoxy-phenylamino)-methyl]-N-[5-(3-dimethylamino-prop-l-ynyl)-2- 
nitro-phenyl]-benzamide (78) 

[0310] Following the same procedure described in Example 15, step 3 but substituting 
compound 73 for compound 77, the title compound was obtained in 86% yield. 
[0311] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 10.74 (s, 1H); 8.0 (d, J=8.4, 2H); 7.88 (d, J=8.4, 
2H); 7.83 (d, J=1.8, 1H); 7.52 (d, J=8.4, 2H); 7.41 (dd, J=1.8, 8.4, 1H); 6.64 (d, J=8.6, 1H); 6.31 
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(d, J=2.6, 1H); 6.30 (d, J=6.6, 1H); 5.97 (dd, J=2.6, 8.6, 1H); 4.30 (d, J=6.6, 2H); 3.65 (s, 3H); 
3.64 (s, 3H); 3.58 (s, 2H); 2.25 (s, 6H). 



Step 3: A/-[2-Amino-5-(3-dimethylamino-prop-l-ynyl)-phenyl]-4-[(3,4-dimethoxy- 
phenylamino)-methyl]-benzamide (79) 

[0312] Following the same procedure described in Example 15, step 5 but substituting 
compound 75 for compound 78, the title compound 79 was obtained in 63% yield. 
[0313] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.53 (s, 1H); 7.89 (d, J=8.2, 2H); 7.45 (d, J=8.2, 
2H); 7.22 (d, J=1.8, 1H); 7.01 (dd, J=1.8, 8.2, 1H); 6.69 (d, J=8.2, 1H); 6.63 (d, J=8.2, 1H); 6.30 
(d, J=2.5, 1H); 5.99-5.96 (m, 2H); 5.28 (s, 2H); 4.29 (d, J=6.1, 2H); 3.65 (s, 3H); 3.58 (s, 3H); 3.37 
(s, 2H); 2.21 (s, 6H). 



Example 17 




H 2 N 

W-[2-amino-5-(3-hydroxypropyl)phenyl]-4-{[(3,4-dimethoxyphenyl)amino]methyl}benzamide 

(85). 
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Scheme 15 




85: Example 17 



Step 1: 3-(3-Amino-4-nitro-phenyl)-propionaldehyde (80). 

[0314] A solution of bromoarene 2 (1.544g, 7.11 mmol) (or any haloarene of choice); tri-o-tolyl- 
phosphine (280 mg; 0.9 mmol) and tri(dibenzylidene acetone)dipalladium(O) (280 mg; 0.3 mmol) in 
/V,/V-dimethylformamide (6 mL) and ethyl diisopropyl amine (3 ml_) was treated with prop-2-en-l-ol (3 
ml_, 40 mmol) (or any alken-l-ol of choice, 6 eq.) and the solution was stirred at 120° C for 3h under 
nitrogen. The reaction mixture was concentrated under high vacuum and the residue was purified by 
flash chromatography (eluent 5% MeOH in dichloromethane) to afford the aldehyde 80 (253 mg, 18% 
yield). 

[0315] X H NMR: (400.2 MHz, CDCI3) 8 (ppm): 9.68 (t, J=0.8, 1H); 7.89 (d, J=8.7, 1H); 6.51 (d, 
J=1.6, 1H); 6.39 (dd, J=2.0, 8.7, 1H); 6.02 (bs, 2H); 2.78 (t, J=6.7, 2H); 2.69 (m, J=0.8, 6.7, 2H). 

Step 2: 3-(3-Amino-4-nitro-phenyl)-propan-l-ol (81). 

[0316] A solution of aldehyde 80 (253 mg, 1.3 mmol) in tetrahydrofurane (1 mL) and propan-2-ol 
(2 mL) was treated with solid sodium borohydride (175 mg, 4.6 mmol) and stirred at -5° C for 15 
min. Acetone (5 mL) was added, stirred at the same temperature for 10 min and then diluted with 
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ethyl acetate (100 mL), washed with 5% KHS0 4 in water, then saturated NaHC0 3 and finally with 
water, dried (MgS0 4 ), and used for the next step without further purification. 
[0317] X H NMR: (400.2 MHz, CDCI3) 8 (ppm): 8.01 (d, J=8.8, 1H); 6.64 (d, J=1.8, 1H); 6.54 
(dd, J=1.8, 8.8, 1H); 6.18 (bs, 2H); 3.69 (t, J=7.2, 2H); 2.68 (t, J=7.2, 2H); 1.91 (m, J=7.2, 2H). 

Step 3: 5-[3-(tert-Butyl-diphenyl-silanyloxy)-propyl]-2-nitro-phenylamine (82) 

[0318] Following the same procedure described in Example 15, step 2 but substituting 

compound 72 for compound 81, the title compound was obtained in 78% yield. 

[0319] X H NMR: (400.2 MHz, CDCI3) 8 (ppm): 7.99 (d, J=8.8, 1H); 7.73 (d, J=1.6, 1H); 7.65- 

7.63 (m, 4H); 7.46-7.37 (m, 6H); 6.49 (dd, J=1.6, 8.8, 1H); 4.02 (bs, 2H); 3.71 (t, J=7.4, 2H); 2.69 

(t, J=7.2, 2H); 1.87 (m, J=7.2, 2H); 1.10 (s, 9H). 

Step 4: A/-{5-[3-(tert-Butyl-diphenyl-silanyloxy)-propyl]-2-nitro-phenyl}-4-[(3,4-dimethoxy- 
phenylamino)-methyl]-benzamide (83) 

[0320] Following the same procedure described in Example 15, step 3 but substituting 

compound 73 for compound 82, the title compound was obtained in 71% yield. 

[0321] X H NMR: (400.2 MHz, CDCI3) 8 (ppm): 11.3 (s, 1H); 8.75 (d, J=2.0, 1H); 8.61 (d, J=8.6, 

1H); 7.86 (d, J=8.4, 2H); 7.57-7.54 (m, 4H); 7.44 (d, J=8.4, 2H); 7.34-7.27 (m, 6H); 6.88 (dd, 

J=2.0, 8.4, 1H); 6.62 (d, J= 8.6, 1H); 6.21 (d, J=2.5, 1H); 6.08 (dd, J=2.5, 8.6, 1H); 4.32 (s, 2H); 

3.72 (s, 3H); 3.71 (s, 3H); 3.62 (t, J=7.4, 2H); 2.76 (t, J=7.2, 2H); 1.84 (m, J=7.2, 2H); 0.99 (s, 

9H). 

Step 5: 4-[(3,4-Dimethoxy-phenylamino)-methyl]-N-[5-(3-hydroxy-propyl)-2-nitro-phenyl]- 
benzamide (84) 

[0322] Following the same procedure described in Example 15, step 4 but substituting 
compound 74 for compound 83, the title compound was obtained in 99% yield. 
[0323] X H NMR: (400.2 MHz, CDCI3) 8 (ppm): 11.4 (s, 1H); 8.86 (d, J=2.0, 1H); 8.21 (d, J=8.6, 
1H); 7.95 (d, J=8.4, 2H); 7.57 (d, J=8.4, 2H); 7.07 (dd, J=2.0, 8.6, 1H); 6.74 (d, J= 8.6, 1H); 6.42 
(d, J=2.3, 1H); 6.31 (d, J= 8.6, 1H); 4.43 (s, 2H); 3.83 (s, 3H); 3.82 (s, 3H); 3.74 (t, J=7.4, 2H); 
2.87 (t, J=7.2, 2H); 2.01 (m, J=7.2, 2H); 1.62 (bs, 1H). 
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Step 6: W-[2-Amino-5-(3-hydroxy-propyl)-phenyl]-4-[(3,4-dimethoxy-phenylamino)-methyl]- 
benzamide (85) 

[0324] Following the same procedure described in Example 15, step 5 but substituting 
compound 75 for compound 84, the title compound was obtained in 62% yield. 
[0325] X H NMR: (400.2 MHz, CDCI3) 8 (ppm): 9.58 (s, 1H); 7.89 (d, J=8.1, 2H); 7.45 (d, J=8.1, 
2H); 6.98 (s, 1H); 6.78 (dd, J=1.8, 8.0, 1H); 6.67 (d, J=8.0, 1H); 6.64 (d, J=8.6, 1H); 6.31 (d, 
J=2.5, 1H); 5.98 (m, 1H); 4.68 (bs, 2H); 4.40 (t, J=5.1, 1H); 4.29 (d, J=6.4, 2H); 3.65 (s, 3H); 3.58 
(s, 3H); 3.37 (dt, J=5.1, 7.6, 2H); 2.46 (t, J=7.6, 2H); 1.65 (m, J=7.2, 2H). 



Example 18 




A/-{2-amino-5-[(lE)-3-amino-3-oxoprop-l-en-l-yl]phenyl}-4-{[(3,4- 
dimethoxyphenyl)amino]methyl}benzamide (88) 



Scheme 16 
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SnCI 2 , NH 4 OAc, H 2 0 
THF, MeOH, 75°C 
(28% in two steps) 





H 3 C. o A^ H 2 N, 



88: example 18 0 
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Step 1 : A/-(5-Bromo-2-nitro-phenyl)-4-[(3,4-dimethoxy-phenylamino)-methyl]-benzamide 



[0326] Following the same procedure as described in Example 1 step 3 but substituting 
compound 3 for compound 2, the title compound was obtained, which was used without further 



[0327] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 10.4 (s, 1H); 8.08 (d, J=2.2, 1H); 7.96 (d, J=8.6, 
1H); 7.87 (d, J=8.4, 2H); 7.60 (dd, J=2.2, 8.6, 1H); 7.52 (d, J=8.4, 2H); 6.64 (d, J=8.4, 1H); 6.30 
(d, J=2.5, 1H); 5.97 (m, 2H); 4.31 (d, J=6.1, 2H); 3.65 (s, 3H); 3.58 (s, 3H). 

Step 2: A/-(2-Amino-5-bromo-phenyl)-4-[(3,4-dimethoxy-phenylamino)-methyl]-benzamide 



[0328] Following the same procedure described in Example 1, step 4 but substituting compound 
5 for compound 86, the title compound was obtained in 28% yield (over two steps). 
[0329] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.58 (s, 1H), 7.89 (d, J = 8.2 Hz, 2H), 7.46 (d, J 
= 8.4 Hz, 2H), 7.35 (d, J = 2.3 Hz, 1H), 7.08 (dd, J = 8.4, 2.3 Hz, 1H), 6.70 (d, J = 8.6 Hz, 1H), 
6.64 (d, J = 8.6 Hz, 1H), 6.31 (d, J = 2.5 Hz, 1H), 5.99-5.96 (m, 2H), 5.12 (s, 2H), 4.29 (d, J = 6.1 
Hz, 2H), 3.65 (s, 3H), 3.58 (s, 3H). 

Step 3: A/-[2-Amino-5-(2-carbamoyl-vinyl)-phenyl]-4-[(3,4-dimethoxy-phenylamino)-methyl]- 
benzamide (88) 

[0330] Following the same procedure described in Example 17, step 1 but substituting 
compound 2 for compound 87, the title compound was obtained in 18% yield. 
[0331] X H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.57 (s, 1H), 7.91 (d, J = 8.2 Hz, 2H), 7.46 (d, J 
= 8.2 Hz, 2H), 7.38 (d, J = 2.0 Hz, 1H), 7.32 (bs, 1H); 7.23 (d, J = 16 Hz, 1H), 7.15 (dd, J = 2.0, 
8.4 Hz, 1H); 6.82 (bs, 1H); 6.74 (d, J = 8.4 Hz, 1H), 6.64 (d, J = 8.6 Hz, 1H), 6.32 (m, 1H), 6.29 (d, 
J = 16 Hz, 1H), 5.98 (m, 2H), 5.39 (bs, 2H), 4.30 (d, J = 6.1 Hz, 2H), 3.66 (s, 3H), 3.59 (s, 3H). 



(86) 



purification. 



(87). 



Examples 19 
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N-(2-Amino-5-(2-((tert-butyldimethylsilyloxy)methyl)thiophen-3-yl)phenyl)-4- 
methoxybenzamide (93) and 
Example 20 




N-(2-amino-5-(2-(hydroxymethyl)thiophen-3-yl)phenyl)-4-methoxybenzamide (94) 
Scheme 17 

NH 2 TBDMSCI, NH 2 




94: Example 20 



Step 1. (3-(3-amino-4-nitrophenyl)thiophen-2-yl)methanol (90) 

[0332] A suspension of the aldehyde 89 (500 mg, 3.21 mmol) and sodium borohydride (121 
mg, 3.21 mmol) in isopropanol (5 ml) was stirred at 0°C during 3 h. The excess of hydride was 
quenched with acetone, and the solvent was evaporated. A suspension of the resulting boronic acid 
(or any other boronic acid), 5-bromo-2-nitroaniline (2) (697 mg, 3.21 mmol) (scheme 1, Example 1) 
POT (305 mg, 1.00 mmol), Pd(PPh 3 ) 4 (241 mg, 0.209 mmol) and K 2 C0 3 (1.33 g, 9.63 mmol) in DME 
(12 ml) and water (4 ml) was stirred during 16 h at 80°C. The solvent was evaporated; ethyl acetate 
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was added and washed with saturated solution of NaCI. The organic layer was dried over MgS0 4 , 
filtered and concentrated. After purification by flash chromatography on silica gel (eluent 40% EtOAc 
in Hexanes), 605 mg (75%) of compound 90 was obtained as a orange oil. X H NMR: (400 MHz, 
DMSO) 8 (ppm): 7.98 (d, J = 9.0 Hz, 1H), 7.52 (d, J = 5.3 Hz, 1H), 7.44 (s, 2H), 7.15 (d, J = 5.3 Hz, 
1H), 7.02 (d, J = 1.8 Hz, 1H), 6.73 (dd, J = 9.0, 2.0 Hz, 1H), 5.72 (t, J = 5.4 Hz, 1H), 4.70 (d, J = 
5.5 Hz, 2H). 

Step 2. 5-(2-((tert-butyldimethylsilyloxy)methyl)thiophen-3-yl)-2-nitrobenzenamine (91) 
[0333] A solution of 90 (600 mg, 2.39 mmol), imidazole (245 mg, 3.60 mmol) and TBDMSCI 
(543 mg, 3.60 mmol) in DMF (20 ml) was stirred at room temperature during 16 h. The solvent was 
evaporated, ethyl acetate was added and washed with saturated solution of NaCI. The organic layer 
was dried over MgS0 4 , filtered and concentrated. The residue was purified by flash chromatography 
(eluent 5-10% EtOAc in hexanes) to afford 674 mg (77%) of compound 91 as a yellow oil. X H NMR: 
(400 MHz, DMSO) 8 (ppm): 7.97 (d, J = 8.8 Hz, 1H), 7.53 (d, J = 5.1 Hz, 1H), 7.45 (s, 2H), 7.15 (d, 
J = 5.3 Hz, 1H), 6.98 (d, J = 1.8 Hz, 1H), 6.70 (dd, J = 8.8, 2.0 Hz, 1H), 4.91 (s, 2H), 0.89 (s, 9H), 
0.07 (s, 6H). 

Step 3. 5 N-(5-(2-((tert-Butyldimethylsilyloxy)methyl)thiophen-3-yl)-2-nitrophenyl)-4- 
methoxybenzamide (92) 

[0334] A solution of 91 (636 mg, 1.74 mmol) and 4-methoxybenzoyl chloride (446 mg, 2.62 
mmol) in pyridine (10 ml) was stirred at room temperature during 16 h. The solvent was evaporated, 
ethyl acetate was added and washed with a saturated solution of NH 4 CI and then with a saturated 
solution NaCI. The organic layer was dried over MgS0 4 , filtered and concentrated. After purification 
by flash chromatography on silica gel (eluent 5-10% EtOAc in Hexanes), 804 mg (93%) of compound 
92 was obtained as a yellow oil. *H NMR: (400 MHz, DMSO) 8 (ppm): 10.64 (s, 1H), 8.05 (d, J = 8.6 
Hz, 1H), 7.95-7.93 (m, 3H), 7.59 (d, J = 5.3 Hz, 1H), 7.46 (dd, J = 8.6, 2.0 Hz, 1H), 7.28 (d, J = 
5.3 Hz, 1H), 7.10 (dt, J = 9.0, 2.2 Hz, 2H), 4.95 (s, 2H), 3.85 (s, 3H), 0.88 (s, 9H), 0.09 (s, 6H). 

Step 4. N-(2-Amino-5-(2-((tert-butyldimethylsilyloxy)methyl)thiophen-3-yl)phenyl)-4- 
methoxybenzamide (93) and N-(2-amino-5-(2-(hydroxymethyl)thiophen-3-yl)phenyl)-4- 
methoxybenzamide (94) 
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[0335] A suspension of 92 (800 mg, 1.60 mmol), SnCI 2 2H 2 0 (2.17 g, 9.63 mmol) and NH 4 0Ac 
(1.23 g, 16.0 mmol) in a 1:1:1 mixture of MeOHAHF/water was stirred at room temperature during 
16 h. Tin salts were filtered out and rinsed with EtOAc. The solvent was evaporated, ethyl acetate 
was added and washed with a saturated solution of NaHC03 and then with a saturated solution NaCI. 
The organic layer was dried OVER MgS04, filtered and concentrated. After purification by flash 
chromatography on silica gel (eluent 0.5-5% MeOH in DCM), 200 mg (27%) of compound 93 was 
obtained as a beige powder and 92 mg (16%) of compound 94 was obtained as a beige powder. 
[0336] Compound 93: X H NMR: (DMSO) 5 (ppm): 9.54 (s, 1H), 7.96 (d, J = 8.8 Hz, 2H), 7.43 (d, 
J = 5.1 Hz, 1H), 7.28 (d, J = 1.8 Hz, 1H), 7.09-7.02 (m, 4H), 6.81 (d, J = 8.2 Hz, 1H), 5.05 (s, 2H), 
4.82 (s, 2H), 3.83 (s, 3H), 0.87 (s, 9H), 0.06 (s, 6H). MS: (calc.) 468.2; (obt.) 491.2 (M+Na) + . 
[0337] Compound 94: *H NMR: (DMSO) 8 (ppm): 9.57 (s, 1H), 7.96 (d, J = 8.8 Hz, 2H), 7.40 (d, 
J = 5.1 Hz, 1H), 7.23 (d, J = 1.8 Hz, 1H), 7.09-7.02 (m, 4H), 6.81 (d, J = 8.0 Hz, 1H), 5.51 (t, J = 
5.4 Hz, 1H), 5.01 (s, 2H), 4.64 (d, J = 5.3 Hz, 2H), 3.83 (s, 3H). MS: (calc.) 354.1; (obt.) 354.1 
(M+Na) + . 



Examples 21 




N-(2-Amino-5-(4-((tert-butyldimethylsilyloxy)methyl)phenyl)phenyl)-4-((3,4- 
dimethoxyphenylamino)methyl)benzamide (99) and 
Example 21-1 




N-(2-amino-5-(4-(hydroxymethyl)phenyl)phenyl)-4-((3,4- 
dimethoxyphenylamino)methyl)benzamide (100) 
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Scheme 18 




Steps 1 and 2. 2-Nitro--5-((4-(tert-butyldimethylsilyloxy)methyl)phenyl)aniline (97) 
[0338] The compound 97 was obtained following the same procedure as for the Examples 19 
and 20, steps 1 and 2 (scheme 17) in 78% yield. *H NMR: (400 MHz, DMSO) 8 (ppm): 8.01 (d, J = 
9.0 Hz, 1H), 7.61 (d, J = 8.2 Hz, 2H), 7.46 (s, 2H), 7.41 (d, J = 8.0 Hz, 2H), 7.27 (d, J = 2.0 Hz, 
1H), 6.91 (dd, J = 9.0, 2.0 Hz, 1H), 0.92 (s, 9H), 0.11 (s, 6H). 

Step 3. N-(2-nitro-5-(4-((tert-butyldimethylsilyloxy)methyl)phenyl)phenyl)-4-((3,4- 
dimethoxyphenylamino)methyl)benzamide (98) 

[0339] The compound 98 was obtained following the same procedure as in the Example 1, step 
3 (scheme 1) in 28% yield. X H NMR: (DMSO) 8 (ppm): 10.77 (s, 1H), 8.14 (d, J = 2.0 Hz, 1H), 8.09 
(d, J = 8.6 Hz, 2H), 7.91 (d, J = 8.4 Hz, 2H), 7.72 (d, J = 8.2 Hz, 2H), 7.68 (dd, J = 8.6, 2.2 Hz, 
1H), 7.53 (d, J = 8.4 Hz, 2H), 7.45 (d, J = 8.4 Hz, 2H), 6.65 (d, J = 8.6 Hz, 2H), 5.99-5.97 (m, 2H), 
4.78 (s, 2H), 4.32 (d, J = 6.3 Hz, 2H), 3.66 (s, 3H), 3.59 (s, 3H), 0.93 (s, 9H), 0.11 (s, 6H). 

Step 4. N-(2-amino-5-(4-((tert-butyldimethylsilyloxy)methyl)phenyl)phenyl)-4-((3,4- 
dimethoxyphenylamino)methyl)benzamide (99) and N-(2-amino-5-(4- 
(hydroxymethyl)phenyl)phenyl)-4-((3,4-dimethoxyphenylamino)methyl)benzamide (100) 
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[0340] The compounds 99 and 100 were obtained following the same procedure as in 
Examples 19 and 20, step 4 (scheme 17). 

[0341] Compound 99: X H NMR: (DMSO) 8 (ppm): 9.66 (s, 1H), 7.93 (d, J = 8.0 Hz, 2H), 7.52- 
7.46 (m, 5H), 7.31-7.29 (m, 3H), 6.84 (d, J = 7.6 Hz, 1H), 6.64 (d, J = 8.6 Hz, 1H), 6.32 (s, 1H), 
6.00-5.98 (m, 2H), 5.06 (s, 2H), 4.70 (s, 2H), 4.30 (d, J = 5.9 Hz, 2H), 3.66 (s, 3H), 3.59 (s, 3H), 
0.91 (s, 9H), 0.10 (s, 6H). MS: (calc.) 597.2 (obt.) 598.5 (MH) + . 

[0342] Compound 100: X H NMR: (DMSO) 8 (ppm): 9.67 (s, 1H), 7.93 (d, J = 7.8 Hz, 2H), 7.50- 
7.46 (m, 5H), 7.31-7.29 (m, 3H), 6.84 (d, J = 8.0 Hz, 1H), 6.64 (d, J = 8.4 Hz, 1H), 6.32 (d, J = 2.0 
Hz, 1H), 6.00-5.98 (m, 2H), 5.15 (t, J = 5.5 Hz, 1H), 5.06 (s, 2H), 4.49 (d, J = 5.7 Hz, 2H), 4.31 (d, 
J = 5.9 Hz, 2H), 3.66 (s, 3H), 3.59 (s, 3H). MS: (calc.) 483.2; (obt.) 484.4 (MH) + . 



Examples 22 

O 




N-(2-Amino-5-(4-methoxycarbonylphenyl)phenyl)-4-methoxybenzamide (104) and 
Example 23 



o 




N-(2-Amino-5-(4-carboxyphenyl)phenyl)-4-methoxybenzamide (105) 
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Scheme 19 




105: Example 23 

Step 1. 2-Nitro-5-(4-methoxycarbonylphenyl)aniline (102) 

[0343] The compound 102 was obtained following the same procedure as in Example 19 and 
20, step 1 (scheme 17) but substituting the boronic acid 89 for the boronic acid 101 in 70% yield. 
X H NMR: (400 MHz, DMSO) 8 (ppm): 8.07-8.04 (m, 3H), 7.78 (d, J = 8.2 Hz, 2H), 7.50 (s, 2H), 7.34 
(d, J = 2.0 Hz, 1H), 6.96 (dd, J = 9.0, 2.2 Hz, 1H), 3.88 (s, 3H). 

Step 2. N-(2-Nitro-5-(4-methoxycarbonylphenyl)phenyl)-4-methoxybenzamide (103) 
[0344] A suspension of 102 (599 mg, 2.20 mmol), NaH 60% (141 mg, 3.52 mmol) and 4- 
methoxybenzoyl chloride (450 mg, 2.64 mmol) in pyridine (5 ml) and DMF (12 ml) was stirred at 
room temperature during 48 h. The solid was filtered out and rinsed with MeOH to give 584 mg 
(82%) of the title compound 103 as a yellow solid. : H NMR: (400 MHz, DMSO) 8 (ppm): 10.72 (s, 
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1H), 8.13-8.08 (m, 3H), 7.96 (d, J = 8.8 Hz, 2H), 7.90 (d, J = 8.6 Hz, 2H), 7.74 (dd, J = 8.6, 2.2 
Hz, 1H), 7.11 (d, J = 8.8 Hz, 1H), 3.89 (s, 3H), 3.86 (s, 3H). 

Step 3. N-(2-Amino-5-(4-methoxycarbonylphenyl)phenyl)-4-methoxybenzamide (104) 
[0345] The compound 104 was obtained following the same procedure as in Example 19 and 
20, step 4 (scheme 17) in 10% yield. X H NMR: (DMSO) 5 (ppm): 9.61 (s, 1H), 7.98 (d, J = 8.8, Hz, 
2H), 7.95 (d, J = 8.4 Hz, 2H), 7.71, (d, J = 8.4 Hz, 2H), 7.60 (d, J = 2.2 Hz, 1H), 7.43 (dd, J = 8.4, 
2.2 Hz, 1H), 7.04 (d, J = 8.8 Hz, 2H), 6.86 (d, J = 8.4 Hz, 1H), 5.27 (sb, 2H), 3.85 (s, 3H), 3.84 
(s, 3H). MS: (calc.) 376.1; (obt.) 377.1 (MH) + . 

Step 4. N-(2-Amino-5-(4-carboxyphenyl)phenyl)-4-methoxybenzamide (105) 
[0346] A solution of 104 (44 mg, 0.117) and NaOH 1M (0.24 ml, 0.24 mmol) in THF (1 ml) and 
water (1 ml) was stirred 48 h at 40°C. HCI 1M was added and the precipitate was filtered out. The 
solid was further purified by flash chromatography (eluent 3-5% MeOH in DCM), to give the compound 
105 (34 mg, 80% yield). *H NMR: (DMSO) 8 (ppm): 9.61 (s, 1H), 7.98 (d, J = 8.6 Hz, 2H), 7.93 (d, J 
= 8.2 Hz, 2H), 7.66 (d, J = 8.2 Hz, 2H), 7.58 (d, J = 2.0 Hz, 1H), 7.40 (dd, J = 8.2, 2.0 Hz, 1H), 
7.04 (d, J = 8.8 Hz, 2H), 6.86 (d, J = 8.4 Hz, 1H), 5.23 (s, 2H), 3.84 (s, 3H). MS: (calc.) 362.1; 
(obt.) 363.1 (MH) + . 



Example 24 



/ 




Methyl 4-amino-3-(4-methoxybenzamido)benzoate 
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Scheme 20 



pyridine/CH 3 CN, 0°C 



BocHN 



Phenylamine, BOP 
I Et 3 N, DMF 
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108: Example 25 



H 4 CI, HOBt, EDC 
Et 3 N, DMF 



/=\ HN " 



^NH 2 



H 2 N 



TFA, DCM MeO- 



0 ts 

112: Example 27 \_/ 



Step 1. Methyl 4-amino-3-(4-methoxybenzamido)benzoate (107) 

[0347] A solution of 4-methoxybenzoyl chloride (1.03 g, 6.02 mmol) in CH 3 CN (6 ml) was added 
drop wise to a solution of methyl 3,4-diaminobenzoate (106) (1.00 g, 6.02 mmol) and pyridine (0.49 
ml, 6.02 mmol) in CH 3 CN (25 ml) at 0°C. The reaction mixture was stirred for 3 h at 0°C and the 
solvent was evaporated. Ethyl acetate was added and the organic layer was washed successively 
with saturated solutions of NH 4 CI, NaHC0 3 and NaCI, dried over MgS0 4 , filtered and concentrated. 
After purification by flash chromatography on silica gel (eluent 1-3% MeOH in DCM), 1.03 g (56%) of 
compound 107 was obtained as a off white solid. : H NMR: (DMSO) 8 (ppm): 9.51 (s, 1H), 7.96 (d, J 



10/574,088 
Substitute specification 



274 



= 8.8 Hz, 2H), 7.75 (d, J = 2.0 Hz, 1H), 7.56 (dd, J = 8.4, 2.0 Hz, 1H), 7.03 (d, J = 9.0 Hz, 2H), 
6.75 (d, J = 8.4 Hz, 1H), 5.80 (s, 2H), 3.83 (s, 3H), 3.75 (s, 3H). MS: (calc.) 300.1; (obt.) 301.1 
(MH) + . 



Example 25 

/ 




NH 2 

4-Amino-3-(4-methoxybenzamido)benzoic acid (108) 
Step 1. 4-Amino-3-(4-methoxybenzamido)benzoic acid (108) 

[0348] A suspension of 107 (400 mg, 1.33 mmol) and 1M NaOH (2.7 ml, 2.66 mmol) in 1:1 
THF:MeOH (6 ml) was heated at 50°C for 16 h. HCI 1M was added to reach pH = 4 and the solid was 
filtered to give 370 mg (97%) of compound 108 as a white solid. X H NMR: (DMS0) 8 (ppm): 9.52 (s, 
1H), 7.96 (d, J = 8.8 Hz, 2H), 7.71 (d, J = 2.0 Hz, 1H), 7.54 (dd, J = 8.4, 2.0 Hz, 1H), 7.02 (d, J = 
9.0 Hz, 2H), 6.74 (d, J = 8.4 Hz, 1H), 5.69 (s, 2H), 3.83 (s, 3H). MS: (calc.) 361.1; (obt.) 362.3 
(MH) + . 

Example 26 




N-(2-amino-5-carbamoylphenyl)-4-methoxybenzamide (109) 

Step 1. N-(2-amino-5-carbamoylphenyl)-4-methoxybenzamide (109) 
[0349] A solution of 108 (200 mg, 0.70 mmol), NH 4 CI (74 mg, 1.40 mmol), HOBT-hydrate (104 
mg, 0.77 mmol), EDC (119 mg, 0.77 mmol) and Et 3 N (0.29 ml, 2.1 mmol) in DMF (3 ml) was stirred 
for 16 h at room temperature. The solvent was evaporated, ethyl acetate was added and the organic 
layer was washed successively with saturated solutions of NH 4 CI, NaHC0 3 and NaCI, dried over 
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MgS0 4 , filtered and concentrated. The crude product was triturated in ethyl acetate and filtered to 
give the title compound 109 (60 mg, 30%). : H NMR: (DMSO) 8 (ppm): 9.57 (s, 1H), 7.96 (d, J = 8.8 
Hz, 2H), 7.67 (d, J = 2.2 Hz, 1H), 7.59 (sb, 1H), 7.52 (dd, J = 8.2, 2.0 Hz, 1H), 7.02 (d, J = 8.8 Hz, 
2H), 6.90 (sb, 1H), 6.72 (d, J = 8.4 Hz, 1H), 5.41 (s, 2H), 3.83 (s, 3H). MS: (calc.) 285.1; (obt.) 
286.1 (MH) + . 



Step 1. 4-(tert-Butoxycarbonyl)-3-(4-methoxybenzamido)benzoic acid (110) 
[0350] A solution of 108 (700 mg, 2.45 mmol), Boc 2 0 (801 mg, 3.67 mmol) and Et 3 N (0.51 ml, 
3.67 mmol) in 2:1 dioxane : water (15 ml) was stirred for 16 h at room temperature. The solvent was 
concentrated and HCI 1 M was added to reach a pH = 5. The precipitate was filtered to give 736 mg 
(78%) of the title compound 110 as a beige solid. X H NMR: (DMSO) 8 (ppm): 9.81 (s, 1H), 8.87 (s, 
1H), 8.02 (d, J = 1.6 Hz, 1H), 7.95 (dt, J = 9.0, 2.2 Hz, 2H), 7.75-7.74 (m, 2H), 7.07 (dt, J = 9.0, 
2.2 Hz, 2H), 3.84 (s, 3H), 1.46 (s, 9H). 

Step 2. tert-Butyl 2-(4-methoxybenzamido)-4-(phenylcarbamoyl)phenylcarbamate (111) 
[0351] A solution of 110 (373 mg, 0.965 mmol), aniline (0.11 ml, 1.16 mmol), BOP (640 mg, 
1.45 mmol) and Et 3 N (0.40 ml, 1.45 mmol) in DMF (3 ml) was stirred during 16 h at room 
temperature. The solvent was evaporated, ethyl acetate was added and the organic layer was 
washed with saturated solutions of NH 4 CI, NaHC03 and NaCI, dried over MgS04, filtered and 
concentrated. After purification by flash chromatography on silica gel (eluent 30-40% AcOEt in 
hexane), 352 mg (79%) of compound 111 was obtained as a white solid. X H NMR: (DMSO) 8 (ppm): 
10.17 (s, 1H), 9.86 (s, 1H), 8.83 (s, 1H), 7.97 (dt, J = 9.0, 2.2 Hz, 2H), 7.84-7.73 (m, 4H), 7.35- 
7.31 (m, 2H), 7.10-7.05 (m, 3H), 3.85 (s, 3H), 1.47 (s, 9H). 




Example 27 

H 2 N 



/ 



N-(2-amino-5-phenylcarbamoylphenyl)-4-methoxybenzamide (112) 
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Step 3. N-(2-amino-5-phenylcarbamoylphenyl)-4-methoxybenzamide (112) 
[0352] A solution of 111 (343 mg, 0.743 mmol) and TFA (0.5 ml) in DCM (3 ml) was stirred for 
16 h at room temperature. The solvent was evaporated and the solid was purified by flash 
chromatography (eluent 2-3% MeOH / DCM) to afford the title compound 112 as an off-white solid 
(230 mg, 86% yield). X H NMR: (DMSO) 8 (ppm): 9.83 (s, 1H), 9.62 (s, 1H), 7.99 (d, J = 8.8 Hz, 2H), 
7.82 (d, J = 2.0 Hz, 1H), 7.73 (dd, J = 8.8, 1.2 Hz, 2H), 7.67 (dd, J = 8.4, 2.2 Hz, 1H), 7.31-7.27 
(m, 2H), 7.05-7.01 (m, 3H), 6.80 (d, J = 8.4 Hz, 1H), 3.84 (s, 3H). MS: (calc.) 361.1; (obt.) 362.1 
(MH) + . 



Example 28 




N-(2-amino-5-bromo-phenyi)-4-methoxy-benzamide (114) 
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Scheme 21 




o ci 

117: Example 31 115: Example 29 



Steps 1 and 2. N-(2-Amino-5-bromo-phenyl)-4-methoxy-benzamide (114) 
[0353] In a flame dried, round bottom flask, 5-bromo-2-nitro-aniline (2) (10.66 g, 49.09 mmol), 
(scheme 1, Example 1), and 4-methoxybenzoyl chloride (8.37 g, 49.09 mmol) were added. The 
mixture was heated to 90°C. The melted solids were stirred overnight to give a yellow-brown solid. 
THF (250 mL) was then added and the solution was treated with SnCI 2 2H 2 0 (55.38 g, 245.45 mmol, 
5.0 eq) and stirred at room temperature for 2 hrs. Approx. half of the THF was evaporated then 200 
mL of EtOAc and 100 mL sat. NaHC0 3 were added. The precipitated tin salt was taken out by 
filtration and a work-up was done on the filtrate with EtOAc. The combined organic layers were 
washed with water and brine and dried over MgS0 4 . Most of the EtOAc was evaporated then hexane 
was added and the precipitate was collected by filtration to give the title compound 114 as a beige 
powder (13.40 g, 85% yield). X H NMR (DMSO-d 6 ) (ppm): 9.52 (s, 1H), 7.93 (d, J=9.0 Hz, 2H), 7.34 
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(d, J=2.3 Hz, 1H), 7.08 (dd, J=8.6, 2.3 Hz, 1H), 7.02 (d, J=9.0 Hz, 2H), 6.71 (d, J=8.6 Hz, 1H), 
5.10 (s, 2H), 3.82 (s, 3H). 



N-(2-amino-5-(3-chloro-4-fluorophenyl)phenyl)-4-methoxybenzamide (115) 

Step 1. N-(2-Amino-5-(3-chloro-4-fluorophenyl)phenyl)-4-methoxybenzamide (115) 
[0354] The compound 115 was obtained following the same Suzuki coupling procedure as in 
Examples 19 and 20 step 1 (schemel7) in 84% yield. l H NMR: (DMSO) 8 (ppm): 9.59 (s, 1H), 7.97 
(d, J = 8.8 Hz, 2H), 7.71 (dd, J = 7.2, 2.3 Hz, 1H), 7.56-7.52 (m, 1H), 7.51 (d, J = 2.2 Hz, 1H), 
7.40 (t, J= 9.0 1H), 7.33 (dd, J = 8.2, 2.3, 1H), 7.04 (d, J = 9.0 Hz, 2H), 6.84 (d, J = 8.4 Hz, 1H), 
5.16 (sb, 2H), 3.84 (s, 3H). MS: (calc.) 370.1; (obt.) 371.1 (MH) + . 



N-[2-Amino-5-(4,4,5,5-tetramethyl-[l,3,2]dioxaborolan-2-yl)-phenyl]-4-methoxy-benzamide 

(116) 

Step 1 . N-[2-Amino-5-(4,4,5,5-tetramethyl-[l ,3,2]dioxaborolan-2-yl)-phenyl]-4-methoxy- 
benzamide (116) 

[0355] In a 75 ml_ pressure vessel, N-(2-amino-5-bromo-phenyl)-4-methoxy-benzamide (114) 
(2.95 g, 9.19 mmol.), bis(pinacolato)diboron (2.80 g, 11.03 mmol) and THF (25 mL) were added. 
Air was then removed by vacuum and then the vessel was purged with nitrogen. Pd(P(t-Bu) 3 )2 (0.070 
g, 0.14 mmol), Pd 2 (dba) 3 (0.063 g, 0.07 mmol) and KF (1.76 g, 30.34 mmol, 3.3 eq.) were then 
added and the air was removed after each addition. The pressure vessel was sealed and the mixture 
was stirred at 50 °C for a week. The two palladium catalysts were added again after 2 and 4 days. 
After completion of the reaction, the mixture was extracted with EtOAc. The combined organic layers 



Example 29 




Example 30 
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were rinsed with water and brine and concentrated. The obtained oil was then purified by column 
chromatography on silica gel with EtOAc / hexane (50:50) to give the title compound 116 as a pale 
yellow solid (1.53 g, 45%). X H NMR (DMSO-d 5 ) (ppm): 9.47 (s, 1H), 7.95 (d, J=8.8 Hz, 2H), 7.41 (d, 
J=1.4 Hz, 1H), 7.24 (dd, J=7.8, 1.4 Hz, 1H), 7.01 (d, J=8.8 Hz, 2H), 6.70 (d, J=7.8 Hz, 1H), 5.31 
(s, 2H), 3.82 (s, 3H), 1.25 (s, 12H). 

Example 31 



o 




N-(4'-Acetyl-4-amino-biphenyl-3-yl)-4-methoxy-benzamide (117) 
Step 1. N-(4'-Acetyl-4-amino-biphenyl-3-yl)-4-methoxy-benzamide (117) 
[0356] In a pressure vessel, N-[2-Amino-5-(4,4,5,5-tetramethyl-[l,3,2]dioxaborolan-2-yl)-phenyl]-4- 
methoxy-benzamide (116) (170 mg, 0.462 mmol), l-(4-bromophenyl)ethanone (184 mg, 0.923 
mmol), (or any aryl bromide from the tables below), DME (4.6 mL per mmol of 116) and H 2 0 (2.15 
mL per mmol of 116) were added. Air was then removed by vacuum and then the vessel was purged 
with nitrogen. Pd(PPh 3 ) 4 (27mg, 0.023 mmol, 0.05 eq.) and Na 2 C0 3 (147 mg, 1.38 mmol, 3.0 eq.) 
were then added and oxygen was removed after each addition. The pressure vessel was sealed and 
the mixture was stirred at 75 °C overnight. The mixture was cooled at room temp., water was added 
and the mixture was extracted with EtOAc. The combined organic layers were rinsed with brine, dried 
over MgS0 4 and concentrated to give 42 mg (25%) of the title compound 117. X H NMR (DMSO-d 5 ) 
(ppm): 9.61 (s, 1H), 7.96 (dd, J=12.8, 8.8 Hz, 4H), 7.70 (d, J=8.8 Hz, 2H), 7.60 (d, J=2.1 Hz, 1H), 
7.42 (dd, J=8.4, 2.3 Hz, 1H), 7.04 (d, J=8.8 Hz, 2H), 6.86 (d, J=8.2 Hz, 1H), 5.26 (s, 2H), 3.84 (s, 
3H), 2.58 (s, 3H). MS (m/z): 360.41 (calc) 361.1 (MH+) (found). 

Table 3a 
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Non- 
commercial 
aryl bromide 


Examp 
le 


Cmpd 


Synthetic procedure 




31w 


117w 


J.Med.Chem. 1997, 40, p. 2936-2947, 




31ww 


117ww 


Br \^S 0 LiAIH 4 Brv s Q Me 

" ^-H 

^ Me ^ Me 

l-(5-Bromothiophen-2-yl)ethanol 

A suspension of lithium aluminum hydride (364 mg, 9.76 mmol) 
in diethyl ether (40 ml_) was cooled down to -78°C under N 2 and 
a solution of 2-acetyl-5-bromothiophene (l.OOg, 4.88 mmol) was 
slowly transferred via canula into the stirring suspension. The 
mixture was stirred for 2h at -78°C and quenched with caution 
with a 5% HCI solution. The grey mixture was allowed to warm to 
rt and stirred for additional 16h. The supernatant was decanted 
and concentrated in vacuo. The remaining white aluminum 
aqueous layer was extracted twice with EtOAc. The extracts were 
combined with the residue produced after evaporation of the 
supernatant and were washed with H 2 0, brine, dried over MgS0 4 , 
filtered and concentrated again in vacuo affording the title l-(5- 
bromothiophen-2-yl)ethanol (870 mg, 87% yield). 
*H NMR: (400 MHz, DMSO-d 6 ) 5 (ppm): 7.00 (d, J=3.7 Hz, 
1H), 6.72 (dd, J=3.7, 1.0 Hz, 1H), 5.66 (d, J=4.9 Hz, 1H), 4.85 
(quintd, J=6.1, 1.2 Hz, 1H). 
LRMS (m/z): 188.9 (M-H 2 0). 


Br t>v 

w NMe 2 


31xx 


117xx 


Br V-S s HNMe 2 Br V-S, 9 o 
^ < - / NMe 2 

5-Bromothiophene-2-(/\f,/\f-dimethyl)sulfonamide 

A round-bottom flask was charged with 5-bromothiophene-2- 
sulfonylchloride (1.00 g, 3.82 mmol) and a 2M solution of N,N- 
dimethylamine (6 ml_, 11.46 mmol) in THF was added. The 
mixture was stirred for lh and the solvent was removed in vacuo. 
The residue was partitioned between EtOAc and H 2 0. The organic 
layer was washed with H 2 0, brine, dried over MgS0 4 , filtered and 
concentrated. The resulting colorless liquid was purified by flash 
chromatography on silica gel using EtOAc/hexanes as an eluent 
with increasing polarity (10:90 to 20:80) affording the title 5- 
bromothiophene-2-(/V,/V-dimethyl)sulfonamide (340 mg, 33% 
yield). 

X H NMR: (400 MHz, CDCI 3 ) 5 (ppm): 7.30 (d, J=4.0 Hz, 1H), 
7.13 (d, J=4.0 Hz, 1H), 2.78 (s, 6H). 
LRMS: (m/z): 270.0/272.0 (M/M+2) + . 



Example 32 
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4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-5-(thiophen-2-ylthio)phenyl)benzamide 

(122) 
Scheme 22 
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y 2. SnCI 2 , NH 4 OAc, H 2 0, MeOH, THF I 



R = 2-thienyl, n-propyl 



Step 1. tert-Butyl 5-fluoro-2-nitrophenylcarbamate (119) 

[0357] A flame-dried pressure vessel was charged with 5-fluoro-2-nitrobenzoic acid 118 (5.00g, 
27.0 mmol) and dry t-butyl alcohol (50 mL). To this solution were successively added N,N-d\- 
isopropyl-/V-ethylamine (5 mL) and diphenylphosphorylazide (6.42 mL, 29.7 mmol). The vessel was 
closed with teflon cap and the mixture was heated at 90°C for 2h. It was then allowed to cool to r.t. 
over 16 h . The solvent was removed in vacuo and the residue was partitioned between EtOAc and 
H 2 0. The aqueous layer was extracted with fresh EtOAc and the combined organic layers were 
washed with HCI IN, sat. NaHC03, brine, dried over MgSCU, filtered and concentrated. The resulting 
yellow oil was purified by flash chromatography on silica gel using EtOAc/hexanes (10:90) as an 
eluent, affording the title compound 119 (6.03g, 87% yield) as light yellow crystals. LRMS: (m/z): 
279.3 (M+Na + ). 



10/574,088 
Substitute specification 



283 



Step 2. ten-Butyl 2-nitro-5-(thiophen-2-ylthio) phenylcarbamate (120) 
[0358] A pressure vessel was charged with thiophene-2-thiol (236 mg, 2.03 mmol) and THF (4 
ml_). To this solution were successively added sodium hydride (60% suspension in mineral oil) (86 
mg, 2.15 mmol) and compound 119 (500 mg, 1.95 mmol). The vessel was closed with teflon cap 
and the mixture heated to 90°C for 2h. It was allowed to cool to r.t; and the reaction was quenched 
with H 2 0, followed by THF removal in vacuo. The residue was partitioned between EtOAc and H 2 0. 
The aqueous layer was extracted with fresh EtOAc and the combined organic layers were washed 
with HCI IN, sat. NaHC0 3 , brine, dried over MgSCU, filtered and concentrated. The residue was 
allowed to crystallize from a mixture of EtOAc/hexane over 72 hours, affording the title compound 
120 (610 mg, 88% yield). X H NMR: (400 MHz, Acetone-d 6 ) 8 (ppm): 9.67 (s, 1H), 8.32 (d, J=2.2 Hz, 
1H), 8.13 (d, J=8.8 Hz, 1H), 7.90 (dd, J=5.3, 1.2 Hz, 1H), 7.50 (dd, J=3.5, 1.2 Hz, 1H), 7.28 (dd, 
J=5.3, 3.5 Hz, 1H), 6.81 (dd, J=8.8, 2.0 Hz, 1H), 1.53 (s, 9H). 
LRMS: (m/z): 275.2 (M+Na + ). 

Step 3. 2-Nitro-5-(thiophen-2-ylthio) aniline (121, R = 2-thienyl) 
[0359] Following the same procedure as in Example 27, step 3 (scheme 20) substituting 
compound 111 for compound 120 (550 mg, 1.56 mmol), the title compound 121 was obtained 
(271 mg, 69% yield). *H NMR: (400 MHz, acetone-d 6 ) 8 (ppm): 7.97 (d, J=9.0 Hz, 1H), 7.87 (dd, 
J=5.3, 1.2 Hz, 1H), 7.44 (dd, J=3.5, 1.2 Hz, 1H), 7.25 (dd, J=5.5, 3.7 Hz, 1H), 7.11 (bs, 2H), 6.66 
(d, J=2.0 Hz, 1H), 6.42 (dd, J=9.0, 2.0 Hz, 1H). LRMS: (m/z): 253.1 (MH + ). 

Steps 4 and 5. 4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-5-(thiophen-2- 
ylthio)phenyl)benzamide (122) 

[0360] Following the same procedures as in Example 21, steps 3 and 4 (scheme 18) but 
substituting compound 97 for compound 121 the title compound 122 was obtained in 6% yield 
(over 2 steps). X H NMR: (400 MHz, DMSO-d 5 ) 8 (ppm): 9.57 (s, 1H), 7.87 (d, J=8.4 Hz, 2H), 7.57 
(dd, J=5.3, 1.2 Hz, 1H), 7.44 (d, J=8.4 Hz, 2H), 7.27 (d, J=2.0 Hz, 1H), 7.19 (dd, J=3.5, 1.2 Hz, 
1H), 7.05 (dd, J=8.2, 2.2 Hz, 1H), 7.01 (dd, J=5.3, 3.5 Hz, 1H), 6.72 (d, J=8.2 Hz, 1H), 6.63 (d, 
J=8.6 Hz, 1H), 6.30 (d, J=2.5 Hz, 1H), 5.97 (dd, J=8.4, 2.5 Hz, 1H), 5.96 (d, J=6.5 Hz, 1H), 5.20 
(s, 2H), 4.28 (d, J=6.3 Hz, 2H), 3.65 (s, 3H), 3.58 (s, 3H). LRMS: (m/z): 492.5 (MH + ). 



Example 33 
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o— 



4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-5-(propylthio)phenyl)benzamide (123): 
[0361] Following the same procedures as in Example 21, steps 3 and 4 (scheme 18) but 
substituting compound 97 for the commercially available 2-nitro-5-(propylthio)aniline (121, R = n- 
propyl) (222 mg, 1.04 mmol), afforded the title compound (123) as a light yellow oil (102 mg, 22% 
yield for 2 steps). X H NMR: (400 MHz, DMS0-d 6 ) 5 (ppm): 9.57 (s, 1H), 7.89 (d, J=8.2 Hz, 2H), 7.45 
(d, J=8.0 Hz, 2H), 7.23 (d, J=0.4 Hz, 1H), 7.01 (dd, J=8.4, 2.2 Hz, 1H), 6.71 (d, J=8.4 Hz, 1H), 
6.63 (d, J=8.6 Hz, 1H), 6.31 (d, J=2.3 Hz, 1H), 5.98 (dd, J=8.2, 2.5 Hz, 1H), 5.97 (d, J=5.9 Hz, 
1H), 5.04 (s, 2H), 4.29 (d, J=5.9 Hz, 2H), 3.65 (s, 3H), 3.58 (s, 3H), 2.71 (t, J=7.0 Hz, 2H), 1.50 
(sext, J=7.0 Hz, 2H), 0.93 (t, J=7.2Hz, 3H). LRMS: (m/z): 452.5 (MH + ). 



4-((3,4-dimethoxyphenylamino)methyl)-N-(2-amino-5-(2-phenylethynyl)phenyl)benzamide 



Example 34 




(125) 



Scheme 23 



NH 2 



1. 



MeO- 



MeO 4 
NaH, BOP, pyridine 



'Br Cul, i-Pr 2 NH 



^^Ph 
Pd(PPh 3 )CI 2 




~Ph 



2. SnCI 2 , NH 4 OAc, H 2 0, MeOH, THF 



2 



124 




MeO 



125: Example 34 



Ph 
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Step 1. 2-Nitro-5-(2-phenylethynyl)benzenamine (124) 

[0362] A flame-dried flask was charged with the 5-bromo-2-nitroaniline (2, 300 mg, 1.38 mmol) 
(scheme 1, Example 1), phenylacetylene (155 mg, 1.52 mmol) and ethyl acetate (13.8 ml_). The 
solution was degassed under vacuum and put under N 2 atmosphere. Then, 
dichlorobis(triphenylphosphine)palladium (48 mg, 0.069 mmol) and copper iodide (26 mg, 0.138 
mmol) were added. The yellow solution was degassed again (3 cycles), N,N- diisopropylamine 
(231 uL, 1.68 mmol) was added and the solution rapidly turned dark. It was degassed twice again 
and allowed to stir under N 2 atmosphere at r.t. over 16h. Then it was passed through celite and the 
filtrate was successively washed with dilute aqueous ammonia (NH 4 0H), saturated NaHC0 3 , saturated 
NH 4 CI, brine , dried over MgS0 4 , filtered and concentrated. The resulting dark solid was purified by 
flash chromatography on silica gel using EtOAc/hexanes as the eluent with increasing polarity (10:90 
to 15:85) affording the title compound 124 (242 mg, 74% yield) as a deep yellow solid. X H NMR: 
(400 MHz, CD3OD) 8(ppm): 8.04 (dd, J=8.8, 0.4 Hz, 1H), 7.54-7.51 (m, 2H), 7.40-7.37 (m, 3H), 
7.11 (dd, J=1.8, 0.4 Hz, 1H), 6.73 (dd, J=8.8, 1.8 Hz, 1H). LRMS: (m/z): 239.3 (MH + ). 

Steps 2 and 3. 4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-5-(2- 
phenylethynyl)phenyl)benzamide (125) 

[0363] Following the same procedures as in Example 21, steps 3 and 4 (scheme 18) but 
substituting compound 97 for compound 124 (240 mg, 1.01 mmol), compound 125 was 
synthesized (136 mg, 31% yield for 2 steps). X H NMR: (400 MHz, CD 3 OD) 5 (ppm): 7.93 (d, J=8.4 
Hz, 2H), 7.52 (d, J=8.2 Hz, 2H), 7.44 (dd, J=8.2, 1.8 Hz, 2H), 7.35-7.29 (m, 4H), 7.21 (dd, J=8.2, 
2.0 Hz, 1H), 6.85 (d, J=8.4 Hz, 1H), 6.71 (d, J=8.4 Hz, 1H), 6.36 (d, J=2.7 Hz, 1H), 6.13 (dd, 
J=8.4, 2.5 Hz, 1H), 4.39 (s, 2H), 3.75 (s, 3H), 3.71 (s, 3H). LRMS: (m/z): 478.5 (MH + ). 



MeO 

4-((3,4-dimethoxyphenylamino)methyl)-N-(2-amino-5-styrylphenyl)benzamide (127) 
Examples 35 



Examples 34-1 
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4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-5-phenethylphenyl)benzamide (128) 
and 
Example 36 




N-(2-amino-5-phenethyl-phenyl)-4-methyl-benzamide (129) 
Scheme 24 

(HO) 2 B^ 



POT, Pd(PPh 3 ) 4 , 
H 2 0, K 2 C0 3 , DME/ 
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0 2 N 
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leO 127: example 34-1 



MeO 

NaH, BOP, pyridine 



2. SnCI 2 , NH 4 OAc, H 2 0, MeOH, THF 



MeO- 
MeO 



H 2 N 



10/574,088 
Substitute specification 



287 



Step 1. 2-Nitro-5-styrylbenzenamine (126) 

[0364] Following the same procedure as in Example 1, step 2 (scheme 1) but substituting 2- 
thiopheneboronic acid for trans- 2-phenylvinylboronic acid (245 mg, 1.66 mmol), the title compound 
126 was prepared (230 mg, 69% yield). : H NMR: (400 MHz, acetone-d 6 ) 8 (ppm): 7.89 (d, J=8.8 Hz, 
1H), 7.49 (d, J=7.0 Hz, 2H), 7.27-7.18 (m, 3H), 7.19 (d, J=16.2 Hz, 1H), 7.05 (d, J=15.3 Hz, 1H), 
7.02 (s, 1H), 6.93 (bs, 2H), 6.87 (dd, J=9.0, 1.6 Hz, 1H). LRMS: (m/z): 241.3 (MH + ). 

Steps 2 and 3. 4-((3,4-dimethoxyphenylamino)methyl)-N-(2-amino-5- 
styrylphenyl)benzamide (127) 

[0365] Following the same procedures as in Example 21, steps 3 and 4 (scheme 18) but 
substituting compound 97 for compound 126 (230 mg, 0.957 mmol), the title compound 127 was 
prepared (159 mg, 35% yield for 2 steps). l U NMR: (400 MHz, Acetone-d 6 ) 8 (ppm): 9.07 (s, 1H), 
8.01 (d, J=8.2 Hz, 2H), 7.55 (d, J=8.2 Hz, 2H), 7.55-7.52 (m, 3H), 7.32 (t, J=7.4 Hz, 2H), 7.28 (dd, 
J=8.2, 2.2 Hz, 1H), 7.19 (t, J=7.2 Hz, 1H), 7.13 (d, J=16.4 Hz, 1H), 7.0 (d, J=16.2 Hz, 1H), 6.89 
(d, J=8.2 Hz, 1H), 6.70 (d, J=8.4 Hz, 1H), 6.41 (d, J=2.7 Hz, 1H), 6.12 (dd, J=8.6, 2.7 Hz, 1H), 
5.33 (bs, 1H), 4.85 (bs, 2H), 4.43 (s, 2H), 3.72 (s, 3H), 3.67 (s, 3H). LRMS: (m/z): 480.5 (MH + ). 

Step 4. 4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-5-phenethylphenyl)benzamide 
(128) and N-(2-amino-5-phenethylphenyl)-4-methylbenzamide (129) 
[0366] To a degassed solution of compound 127 (100 mg, 0.209 mmol) in a mixture of 
methanol and ethyl acetate (1:1) was added was added a catalytic amount of 10% palladium on 
charcoal and the mixture was put under H 2 atmosphere (latm) and stirred for lh and filtered through 
celite and the filtrate was concentrated in vacuo. The mixture was separated by flash 
chromatography on silica gel using EtOAc/Hexanes with increasing polarity (40:60 to 60:40) as the 
eluent. The least polar compound 129 was isolated as a white solid (31 mg, 31% yield) and the most 
polar compound was further purified by crystallization from a mixture of ethyl acetate and hexanes 
affording compound 128 as light beige crystals (18 mg, 18% yield). 

Compound 128: X H NMR: (400 MHz, acetone-d 6 ) 8 (ppm): 9.07 (s, 1H), 7.99 (d, J=8.2 Hz, 2H), 7.53 
(d, J=8.6 Hz, 2H), 7.27-7.22 (m, 5H), 7.19-7.14 (m, 1H), 6.87 (dd, J=8.0, 2.0 Hz, 1H), 6.79 (d, 
J=8.0 Hz, 1H), 6.70 (d, J=8.4 Hz, 1H), 6.40 (d, J=2.8 Hz, 1H), 6.11 (dd, J=8.4, 2.5 Hz, 1H), 5.33 
(bs, 1H), 4.51 (bs, 2H), 4.42 (s, 2H), 3.72 (s, 3H), 3.67 (s, 3H). LRMS: (m/z): 482.2 (MH + ). 
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Compound 129: X H NMR: (400 MHz, acetone-d 6 ) 8 (ppm): 9.03 (bs, 1H), 7.94 (d, J=8.0 Hz, 2H), 
7.33 (d, J=7.8 Hz, 2H), 7.28-7.23 (m, 5H), 7.18-7.13 (m, 1H), 6.87 (dd, J=8.0, 2.0 Hz, 1H), 6.79 
(d, J=8.2 Hz, 1H), 4.48 (bs, 2H), 2.90-2.86 (m, 2H), 2.83-2.78 (m, 2H), 2.42 (s, 3H). LRMS: (m/z): 
331.1(MH + ). 

Example 37 




NH 2 H 

4-((6-(2-(Dimethylamino)ethoxy)-5-fluoro-lH-benzo[d]imidazol-2-ylthio)methyl)-N-(2-amino- 
5-(thiophen-2-yl)phenyl)benzamide ( 131 ) 
Scheme 25 





BOP, pyridine, NaH, 2.5 hrs, rt 
2. SnCI 2 /NH 4 OAc/H 2 )/THF/MeOH H 2 N 



75°C, 1 hr 



131: Example 37 



[0367] Following the same procedures as in Example 1, steps 3 and 4 (scheme 1) but 
substituting compound 4 for compound 130 (300 mg, 0.559 mmol, described in the Patent 
Application WO 03/024448) the title compound 131 was prepared (7 mg, 3.7% yield over 2 steps). 
X H NMR: (400 MHz, acetone-d 5 ) 8 (ppm): 9.16 (bs, 1H), 7.97 (d, J=8.4 Hz, 2H), 7.62 (d, J=2.9 Hz, 
1H), 7.61 (d, J=8.4 Hz, 2H), 7.32 (dd, J=8.2, 2.2 Hz, 1H), 7.28 (bs, 0.5 H), 7.27 (dd,J=5.1, 1.0 Hz, 
1H), 7.26 (bs, 0.5 H), 7.22 (dd, J=3.5, 1.0 Hz, 1H), 7.21 (bs, 1H), 7.03 (dd, J=5.1, 3.5 Hz, 1H), 
6.89 (d, J=8.2 Hz, 1H), 4.87 (bs, 2H), 4.65 (s, 2H), 4.16 (t, J=5.7 Hz, 2H), 2.73 (t, J=5.9 Hz, 2H), 
2.30 (s, 6H). LRMS: (m/z): 562.3 (MH + ). 

Example 38 
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#1 



o 



nh9 

4-Acetamido-N-(2-amino-5-(4,4,5,5-tetramethyl-l,3,2-dioxaborolan-2-yl)phenyl)benzamide 

(134) 
Scheme 26 



NH 2 Bis(pinacolato)diboron NH 2 



0 2 N^^L PdCI 2 (dppf) o 2 N 

c " Et 3 N, KOAc 



!i^A_ Dioxane/100°C „0 / DMAP, Pyridine 



132 



Mp^n^ H N ° 2 SnCI 2 ,NH 4 OAc A, 
Me H H 2 0, MeOH, THF 



133 134: Example 38 

Step 1. 5-(4,4,5,5-Tetramethyl-l,3,2-dioxaborolan-2-yl)-2-nitrobenzenamine (132) 
[0368] Title compound 132 was prepared according to the procedure described in J.Org.Chem. 
1995, 60, 7508-7510. The synthesis was performed starting from 2-nitro-5-bromoaniline (2, 300 
mg, 1.38 mmol) (scheme 1, Example 1) and using dioxane as a solvent. Amount of the prepared 
compound 132 was 191 mg (52% yield). l H NMR: (400 MHz, acetone-d 6 ) 8(ppm): 8.02 (d, J=8.6 Hz, 
1H), 7.46 (d, J=1.0 Hz, 1H), 6.99 (s, 2H), 6.97 (dd, J=8.4, 1.2 Hz, 1H), 1.37 (s, 12H). 

Step 2. 4-Acetylamino-N-[2-nitro-5-(4,4,5,5-tetramethyl-[l,3,2]dioxaborolan-2-yl)-phenyl]- 
benzamide (133) 

[0369] To a solution of compound 132 (18 mg, 0.689 mmol) in pyridine (2.8 mL) was added 4- 
acetamidobenzoyl chloride (150 mg, 0.758 mmol) and 4-(dimethylamino)pyridine (8 mg, 0.07mmol) 
and the mixture was stirred for 16 h. at r.t. Then, it was partitioned between EtOAc and H 2 0, The 
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aqueous layer was extracted with fresh EtOAc and the combined organic layers were washed with 
brine, dried over MgS0 4 , filtered and concentrated in vacuo. The resulting crude oil was purified by 
flash chromatography on silica gel using methanol/EtOAc (5:95) as the eluent affording the title 
compound 133 (47mg, 16% yield) as a 1:1 mixture with 4-acetamidobenzoic acid (hydrolyzed 
starting material) . X H NMR: (Acetone-d 6 ) 8(ppm): 10.76 (bs, 1H), 9.52 (bs, 1H), 9.00 (d, J=1.0 Hz, 
1H), 8.20 (d, J=7.2 Hz, 1H), 7.99 (d, J=8.6 Hz, 2H), 7.85 (d, J=8.6 Hz, 2H), 7.64 (dd, J=8.2, 1.2 
Hz, 1H), 2.15 (s, 3H), 1.40 (s, 12H). 

Step 3. 4-Acetamido-N-(2-amino-5-(4,4,5,5-tetramethyl-l,3,2-dioxaborolan-2- 
yl)phenyl)benzamide (134) 

[0370] Following the same procedures as in Example 19, step 4 (scheme 17) but substituting 
compound 92 for compound 133 (75 mg, 0.176 mmol), the title compound 134 was obtained (11 
mg, 31% yield). X H NMR: (acetone-d 6 ) 5(ppm): 9.42 (bs, 1H), 9.03 (bs, 1H), 8.03 (d, J=8.8 Hz, 2H), 
7.77 (d, J=8.8 Hz, 2H), 7.60 (d, J=1.6 Hz, 1H), 7.39(dd, J=8.0, 1.6 Hz, 1H), 6.84 (d, J=7.8 Hz, 
1H), 5.01 (bs, 2H), 2.13 (s, 3H), 1.31 (s, 12H). LRMS: (m/z): 396.1 (MH + ). 



Example 39 




N-(2-amino-5-(thiophen-2-carbonyl)-phenyl)-4-methoxybenzamide ( 1 36) 
Scheme 27 




135 136: example 39 



Step 1. N-(2-amino-5-(thiophen-2-carbonyl)-phenyl)-4-methoxybenzamide (136) 

[0371] Following the same procedure as in Example 24, step 1 (scheme 20) but substituting 

compound 106 for 3,4-diaminobenzothiophenone dihydrochloride (135, 200 mg, 0.687 mmol) the 
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title compound 136 was prepared as an orange foam (102 mg, 42% yield). 1H NMR: (400 MHz, 
DMSO-d6) 8(ppm): 9.61 (s, 1H), 8.02 (d, J=6.3 Hz, 1H), 8.01 (d, J=8.6 Hz, 2H), 7.83 (d, J=2.0 Hz, 
1H), 7.75 (d, J=3.2 Hz, 1H), 7.63 (dd, J=8.4, 2.0 Hz, 1H), 7.29 (dd, J=4.9, 3.2 Hz, 1H), 7.08 (d, 
J=8.8 Hz, 2H), 6.87 (d, J=8.6 Hz, 1H), 6.01 (s, 2H), 3.88 (s, 3H). LRMS: (m/z): 353.1 (MH+). 
Example 40 




H 

A/-(2-Amino-5-thiophen-2-ylphenyl)-4-(2-(N,N-dimethylamino)acetamido)benzamide (140) 
Scheme 28 
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2. SnCI 2 /NH 4 OAc/H 2 )flrHF/MeOH 
75°C, 1 hr 




140: Example 40 



Step 1. 4-(J\f,JV-Dimethylamino)acetamidobenzoic acid (139) 

[0372] To a solution of /V,/V-dimethylaminoacetyl chloride hydrochloride (137, 10. lg, 64.2 
mmol) in acetonitrile (300 ml_) was added powdered sodium bicarbonate (11. 9g, 141 mmol) followed 
by 4-aminobenzoic acid (138, 9.68g, 70.6 mmol). The mixture was vigorously stirred over 16h at r.t. 
and acetonitrile was decanted. The remaining gum was triturated with methanol and filtration 
afforded the title compound 139 (10.9 g, 76% yield). X H NMR: (400 MHz, DMS0-d 6 ) 5(ppm): 10.21 
(s, 1H), 7.84 (d, J=8.4 Hz, 2H), 7.76 (d, J=8.6 Hz, 2H), 4.17 (bs, 2H), 2.27 (s, 6H). LRMS: (m/z): 
223.3 (MH + ). 
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Steps 2 and 3. A/-(2-Amino-5-thiophen-2-ylphenyl)-4-(2-(A/,A/-dimethylamino) 
acetamidojbenzamide (140) 

[0373] Following the same procedures as in Example 1, steps 3 and 4 (scheme 1) but 
substituting compound 4 for compound 139 [798 mg (37% pure), 1.24 mmol], the title compound 
140 was prepared (7.4 mg, 1.5 % yield over 2 steps). 1H NMR: (400 MHz, CD30D) 8 (ppm): 7.99 (d, 
J=8.8 Hz, 2H), 7.77 (d, J=8.8 Hz, 2H), 7.48 (d, J=2.2 Hz, 1H), 7.35 (dd, J=8.2, 2.2 Hz, 1H), 7.22 
(dd, J=5.1, 1.2 Hz, 1H), 7.20 (td, J=3.5, 1.2 Hz, 1H), 7.01 (dd, J=5.1, 3.7 Hz, 1H), 6.90 (d, J=8.6 
Hz, 1H), 3.24 (s, 2H), 2.43 (s, 6H). LRMS: (m/z): 395.1 (MH+). 

Example 41a 
g 2 N x 



CO 




(Pyridin-3-yl)methyl 4-(2-amino-5-(thiophen-2-yl)phenylcarbamoyl) benzylcarbamat 
Scheme 29 

R 1 



•N0 2 R 



Ti -a —x t, -i N0 2 SnCI 2 , NH 4 OAc 

11 JL ci 3 Nh| 2 \iS^/N^JL H 2 0, MeOH, THF 





143a: Example 41a 
143b: Example 41b 
143c: Example 41c 
143d: E 



a:R 1 = H,R= -N^N^O^^l . 
b:R 1 = H,R = F; H L J ' 



c: R 1 = H, R = SCF 3 ; 
d: R 1 = CI, R = F; 

Steps 1 and 2. (Pyridin-3-yl)methyl 4-(2-amino-5-(thiophen-2-yl)phenylcarbamoyl) 
benzylcarbamate (143a) 

[0374] To a suspension of compound 141a (US 6,174, 905 Bl) (533 mg, 1.75 mmol), in 
pyridine (5mL), was added compound 3 (424 mg, 1.93 mmol), Example 1 (scheme 1). The resultant 
solution was stirred at r.t. for 4h and concentrated in vacuo. The crude compound 142a (855 mg, 
1.75 mmol) was dissolved in a 1:1 mixture of THF and methanol (14 ml_) and tin chloride (II) dihydrate 
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(1.97 g, 8.75 mmol) was added. The mixture was stirred for 3 h and solvents were removed in 
vacuo. The residue was suspended in methanol, adsorbed on silica gel and purified by flash 
chromatography on silica gel using methanol/dichlromethane (10:90) as an eluent. The resultant gum 
was dissolved in methanol and allowed to crystallize. Ethyl acetate was added and the remainder of 
the compound crashed out of solution by swirling in an ultra-sound bath. Filtration afforded the title 
compound 143a (63 mg, 8% yield over 2 steps) as a white solid. 1H NMR: (400 MHz, DMSO-d6) 
8(ppm): 9.69 (bs, 1H), 8.58 (s, 1H), 8.53-8.51 (m, 1H), 7.98-7.96 (m, 1H), 7.94 (d, J=7.8 Hz, 2H), 
7.78-7.76 (m, 1H), 7.46 (s, 1H), 7.40-7.38 (m, 1H), 7.37 (d, J=8.4 Hz, 2H), 7.29 (d, J=8.8 Hz, 1H), 
7.24-7.23 (m, 1H), 7.05-7.03 (m, 1H), 6.80 (d, J=8.4 Hz, 1H), 5.15 (bs, 2H), 5.10 (s, 2H), 4.29 (d, 
J=6.1 Hz, 2H). LRMS: (m/z): 459.2 (MH+). 

Example 41b 




N-(2-Amino-5-thiophen-2-yl-phenyl)-4-fluoro-benzamide (143b). 
[0375] Compound 143b (Example 41b) was obtained similarly to the compound 143a (Example 
41a) according to the scheme 29 starting from 4-fluorobenzoyl chloride (141b) via the nitro 
intermediate 142b. Yield 44% (over two steps). 

Example 41c 




N-(2-Amino-5-thiophen-2-yl-phenyl)-4-trifluoromethylsulfanyl-benzamide (143c) 
[0376] Compound 143c (Example 41c) was obtained similarly to the compound 143a (Example 
41a) according to the scheme 29 starting from 4-(trifluoromethylthio)benzoyl chloride (141c) via the 
nitro intermediate 142c. Yield 1.4% (over two steps). 
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Example 41 d 




N-(2-Amino-5-thiophen-2-yl-phenyl)-3-chloro-4-fluoro-benzamide (143d) 
[0377] Compound 143d (Example 41d) was obtained similarly to the compound 143a (Example 
41a) according to the scheme 29 starting from 3-chloro-4-fluorobenzoyl chloride (141d) via the nitro 
intermediate 142d. Yield 30% (over two steps). 

Example 42 




(E)-N-(2-Amino-5-(thiophen-2-yl)phenyl)-3-(4-(tosylamino)phenyl)acrylamide (146) 
Scheme 30 



2. SnCI 2 
H 2 0, MeOH, THF 




Pd 2 (dba) 3 

POT 
DMF, Et 3 N 




146: Example 42 



Steps 1 and 2. N-(2-Amino-5-(thiophen-2-yl)phenyl)acrylamide (144) 
[0378] A flame-dried r.b flask was charged with compound 3 (lOOmg, 0.453 mmol) and put 
under N 2 atmosphere. A trace amount of p-methoxyphenol (to prevent polymerization) was added 
followed by acryloyl chloride (74uL, 0.906 mmol). The mixture was stirred for 1 h and put under high 
vacuum for lh. Then, THF (500uL) was added followed by tin chloride (II) dihydrate (510 mg, 2.27 
mmol). The solution was stirred for lh and purified by flash chromatography on silica gel using 
EtOAc/Hex with increasing polarity (50:50 to 90:10) as the eluent (traced of p-methoxyphenol was 
added before concentrating to avoid polymerization) affording the title compound 144 (70mg, 63% 
yield for 2 steps). l H NMR: (400 MHz, acetone-d 6 ) S(ppm): 8.37 (d, J=1.8 Hz, 1H), 7.59 (dd, J=8.2, 
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1.9 Hz, 1H), 7.51 (d, J=1.6 Hz, 1H), 7.50 (dd, J=2.5, 1.2 Hz, 1H), 7.23 (d, J=8.2 Hz, 1H), 7.15 (dd, 
J=4.9, 3.7 Hz, 1H), 6.75 (d, J=0.8 Hz, 1H), 6.52 (dd, J=16.8, 10.0 Hz, 1H), 6.38 (d, J=16.8, 1.8 
Hz, 1H), 5.80 (dd, J=10.2, 2.0 Hz, 1H). LRMS: (m/z): 245.1 (MH + ). 

Step 3. (E)-N-(2-amino-5-(thiophen-2-yl)phenyl)-3-(4-(tosylamino)phenyl) acrylamide (146) 
[0379] A pressure vessel was charged with compound 144 (70mg, 0.287 mmol), DMF (800uL), 
and compound 145 (WO 02/069947) (89 mg, 0.239 mmol). The solution was degassed under 
vacuum and put under N 2 atmosphere (3 cycles). Then, tris(dibenzylideneacetone)dipalladium (7 mg, 
0.007 mmol) was added and the red solution was degassed again (3 cycles). Tri-otolylphosphine (4 
mg, 0.014 mmol) was added and the solution rapidly turned dark. Triethylamine UOOuL, 0.717 
mmol) was added and it was degassed twice again and allowed to stir under N 2 atmosphere at 90°C 
for 3h. Then it was passed through celite and the filtrate was concentrated in vacuo. It was purified 
by flash chromatography on silica gel using EtOAc as the eluent and then purified again but using 
methanol/chloroform (5:95) as the eluent. The combined fractions were allowed to crystallize from 
this mixture of solvent (methanol/chloroform 5:95) affording the title compound 146 (3.8 mg, 3% 
yield). X H NMR: (400 MHz, Acetone-d 6 ) 8 (ppm): 9.20 (bs, 1H), 8.84 (bs, 1H), 7.72 (d, J=8.0 Hz, 3H), 



7.58 (d, J=15.7 Hz, 1H), 7.54 (d, J=8.4 Hz, 2H), 7.34 (d, J=8.6 Hz, 2H), 7.29-7.27 (m, 4H), 7.22 
(d, J=3.5 Hz, 1H), 7.04 (t, J=4.9 Hz, 1H), 6.88 (d, J=8.4 Hz, 1H), 6.86 (d, J=15.3 Hz, 1H), 4.84 
(bs, 2H), 2.38 (s, 3H). LRMS: (m/z): 490.1 (MH + ). 



Example 43 




A/-(2-Amino-5-(2-aminothiazol-4-yl)phenyl)-4-methoxybenzamide (153) 
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Scheme 31 




H 2 N BocHN BocHN 



153: Example 43 152 151 

Step 1. 4-(4-Nitrophenyl)thiazol-2-amine (148) 

[0380] Title compound 148 was prepared in 96% yield according to the procedure described in 
J. Heterocyclic Chem. 1970, 7, 1137-1141, starting from 2-bromo-4'-nitroacetophenone 147.^ 
NMR: (400 MHz, DMS0-d 6 ) 5(ppm): 8.21 (d, J=8.8 Hz, 2H), 8.02 (d, J=8.8 Hz, 2H), 7.40 (s, 1H), 
7.22 (s, 2H). LRMS (m/z): 222.1 (MH + ). 

Step 2. 2-(W,N-di-tert-Butylcarbamoyl)-4-(4-nitrophenyl)thiazole (149) 
[0381] To a solution of compound 148 (l.OOg, 4.52 mmol) in THF (20 mL), was added di-tert- 
butyl dicarbonate (1.1 6g, 9.94 mmol) and 4-(dimethylamino)pyridine (55 mg, 0.45 mmol) and the 
mixture was stirred at r.t. for 4 days. The remaining yellow solid was filtered off and the filtrate was 
concentrated in vacuo. The residue was partitioned between EtOAc and H 2 0. The organic layer was 
washed with brine, dried over MgS0 4 , filtered and concentrated. Crystallization from EtOAc/Hex 
(twice) afforded the title compound 149 (1.23g, 65% yield) as beige crystals. X H NMR: (400 MHz, 
DMSO-d 6 ) 8(ppm): 8.26 (d, J=9.0 Hz, 1H), 8.21 (s, 1H), 8.09 (d, J=9.0 Hz, 1H), 1.53 (s, 18H). 
LRMS: (m/z): 422.2 (MH + ). 
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Step 3. tert-Butyl 4-(3-amino-4-nitrophenyl)thiazol-2-ylcarbamate (150) 
[0382] Title compound 150 was prepared in 62% yield according to the procedure described in 
J.Chem.Soc.Perkin Trans. 1999, 1437-1444; starting from the compound 149. X H NMR: (400 MHz, 
DMSO-de) 5(ppm): 11.68 (s, 1H), 7.97 (d, J=9.0 Hz, 1H), 7.71 (s, 1H), 7.54 (s, 2H), 7.45 (d, J=2.0 
Hz, 1H), 7.07 (dd, J=9.0, 2.0 Hz, 1H), 1.50 (s, 9H). LRMS: (m/z): 337.2 (MH + ). 

Step 4. tert-Butyl 4-(3-(4-methoxybenzamido)-4-nitrophenyl)thiazol-2-ylcarbamate (151) 
[0383] To a solution of compound 150 (390 mg, 1.28 mmol) in pyridine was added 4- 
methoxybenzoyl chloride (181 mg, 1.06 mmol) and 4-(N,N-dimethylamino)pyridine (13 mg, 0.11 
mmol). The mixture was stirred for 16h and partitioned between EtOAc and H 2 0. The organic layer 
was washed with brine and some compound was collected by filtration. The filtrate was dried over 
MgS0 4 , filtered and concentrated in vacuo and then crystallized from a mixture of EtOAc/Hexanes. 
The two crops were combined affording the title compound 151 (358mg, 72% yield). X H NMR: (400 
MHz, CD 3 OD) 8 (ppm): 11.73 (s, 1H), 10.71 (s, 1H), 8.36 (d, J=2.0 Hz, 1H), 8.08 (d, J=8.6 Hz, 1H), 
7.95 (d, J=9.0 Hz, 2H), 7.86 (d, J=0.8 Hz, 1H), 7.83 (dd, J=8.6, 2.0 Hz, 1H), 7.10 (d, J=9.0 Hz, 
2H), 3.85 (s, 3H), 1.50 (s, 9H). 

Step 5. tert-Butyl 4-(3-(4-methoxybenzamido)-4-aminophenyl)thiazol-2-ylcarbamate (152) 
[0384] Following the same procedure as in Example 19, step 4 (scheme 17) but substituting 
compound 92 for compound 151 the title compound 152 was prepared in 62 % yield. X H NMR: (400 
MHz, DMSO-dg) 8 (ppm): 8.06 (d, J=8.6 Hz, 2H), 7.83 (d, J=2.2 Hz, 1H), 7.55 (d, J=8.2, 2.0 Hz, 
1H), 7.12 (s, 1H), 7.05 (d, J=9.0 Hz, 2H), 6.88 (d, J=8.2 Hz, 1H), 3.90 (s, 3H), 1.55 (s, 9H). LRMS: 
(m/z): 441.4 (MH + ). 

Step 6. Af-(2-Amino-5-(2-aminothiazol-4-yl)phenyl)-4-methoxybenzamide (153) 
[0385] Following the same procedure as in Example 27, step 3 (scheme 20) but substituting 
compound 111 for compound 152 (201 mg, 0.457mmol), the title compound 153 was obtained (63 
mg, 100% yield). X H NMR: (400 MHz, DMSO-d 6 ) 8 (ppm): 9.55 (s, 1H), 7.96 (d, J=9.0 Hz, 2H), 7.60 
(d, J=2.2 Hz, 1H), 7.39 (dd, J=8.2, 2.0 Hz, 1H), 7.02 (d, J=9.0 Hz, 2H), 6.90 (s, 2H), 6.73 (d, 
J=8.4 Hz, 1H), 6.63 (s, 1H), 4.98 (s, 2H), 3.83 (s, 3H). LRMS: (m/z): 341.2 (MH + ). 
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Example 44 




A/-(2-Amino-5-(4-amino-3-pyridyl)phenyl)-4-methoxybenzamide (157) 
Scheme 32 




157a: Example 44a 157: Example 44 

Step 1. tert-Butyl 5-bromopyridin-2-ylcarbamate (155) 

[0386] Following the same procedure as in Example 43, step 2 (scheme 31) but substituting 
compound 148 for 5-bromo-pyridine-2-yl-amine (154, 972 mg, 5.62 mmol) the title compound 155 
was prepared (313 mg, 20 % yield) *H NMR: (400 MHz, CD 3 OD) 8 (ppm): 8.55 (dd, J=2.5, 0.8 Hz, 
1H), 8.06 (dd, J=8.6, 2.5 Hz, 1H), 7.45 (dd, J=8.4, 0.6 Hz, 1H), 1.43 (s, 9H). LRMS: (m/z): 
273.1/275.1 (MVM+2). 

Step 2. A/-(2-Amino-5-(4-tert-butylcarbamoyl-3-pyridyl)phenyl)-4-methoxybenzamide (156) 
[0387] Following the same procedure as in Example 31, step 2 (scheme 21) but substituting 
compound 148 for compound 155 (135 mg, 0.494 mmol), the title compound 156 was obtained 
(36 mg, 25% yield). X H NMR: (400 MHz, CD 3 OD) 8 (ppm): 8.41 (d, J=2.2 Hz, 1H), 7.98 (d, J=9.0 Hz, 
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2H), 7.92 (dd, J=8.8, 2.3 Hz, 1H), 7.85 (d, J=8.4 Hz, 1H), 7.45 (s, 1H), 7.34 (dd, J=8.4, 2.0 Hz, 
1H), 7.04 (d, J=8.8 Hz, 2H), 6.98 (d, J=8.4 Hz, 1H), 3.88 (s, 3H), 1.55 (s, 9H). LRMS: (m/z): 435.2 
(MH + ). 



Step 3. A/-(2-Amino-5-(4-amino-3-pyridyl)phenyl)-4-methoxybenzamide (157) 
[0388] Following the same procedure as in Example 27, step 3 (scheme 20) but substituting 
compound 111 for compound 156 (36 mg, 0.083 mmol), the title compound 157 was obtained (7 
mg, 25% yield). X H NMR: (400 MHz, acetone-d 6 ) 5 (ppm): 8.94 (bs, 1H), 8.03 (d, J=1.8 Hz, 1H), 7.88 
(d, J=8.8 Hz, 1H), 7.47 (dd, J=8.9, 2.5 Hz, 1H), 7.36 (d, J=2.3 Hz, 1H), 7.07 (dd, J=8.2, 2.3 Hz, 
1H), 6.89 (d, J=8.8 Hz, 2H), 6.77 (d, J=8.2 Hz, 1H), 6.45 (dd, J=8.4, 0.6 Hz, 1H), 5.29 (bs, 2H), 
3.74 (s, 3H). LRMS: (m/z): 335.1 (MH + ). 



Example 44a 




N-(4,4'-Diamino-3'-fluoro-biphenyl-3-yl)-4-methoxy-benzamide (157a) 
[0389] N-(4,4'-Diamino-3'-fluoro-biphenyl-3-yl)-4-methoxy-benzamide (157a) was prepared similarly 
to the compound 157 (Example 44) according to the scheme 32 using instead of 5-bromo-pyridine-2- 
yl-amine (154) 4-bromo-2-fluoroaniline as a starting material. 

Example 45 




OH 

Af-(4-amino-4'-hydroxybiphen-3-yl)-4-methoxybenzamide ( 1 60) 



10/574,088 
Substitute specification 



300 



Scheme 33 
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160: Example 45 



Step 1. (3-Bromophenoxy)(tert-butyl)dimethylsilane (159) 

[0390] Following the same procedure as in Example 19, step 2 (scheme 17) substituting 
compound 90 for 3-bromophenol 158 (200 mg, 0.501 mmol), the title compound 159 was obtained 
(14 mg, 5% yield). L H NMR: (400 MHz, DMS0-d 6 ) 8 (ppm): 7.21 (t, J=8.0 Hz, 1H), 7.14 (d, J=7.8 Hz, 
1H), 7.01 (s, 1H), 6.86 (d, J=8.0 Hz, 1H), 0.95 (d, J=1.0 Hz, 9H), 0.20 (d, J=1.2 Hz, 6H). 

Step 2. A/-(4-amino-4'-hydroxybiphen-3-yl)-4-methoxybenzamide (160) 
[0391] Following the same procedure as in Example 31, step 1 (scheme 21) but substituting 1- 
(4-bromophenyl)ethanone for compound 159 (312 mg, 1.09 mmol), the title compound 160 was 
obtained (79 mg, 44% yield). L H NMR: (400 MHz, DMSO-d 6 ) 8 (ppm): 9.58 (s, 1H), 9.35 (s, 1H), 7.97 
(d, J=8.4 Hz, 2H), 7.43 (s, 1H), 7.23 (dd, J=8.2, 1.4 Hz, 1H), 7.16 (t, J=7.6 Hz, 1H), 7.04 (d, J=8.4 
Hz, 2H), 6.95 (d, J=7.6 Hz, 1H), 6.91 (s, 1H), 6.82 (d, J=8.4 Hz, 1H), 6.62 (dt, J=8.0, 1.0 Hz, 1H), 
5.05 (s, 2H), 3.84 (s, 3H). LRMS: (m/z): 335.2 (MH + ). 



N-(4-((2-Amino-5-(thiophen-2-yl)phenyl)carbamoyl)phenyl)-4-methylpiperazine-l- 
carboxamide (164) 



Example 46 




10/574,088 
Substitute specification 



301 



Scheme 34 




Step 1. Ethyl 4-(l-methylpiperazine-4-carboxamido)benzoate (162) 
[0392] A solution of N-methylpiperazine (0.61 ml, 5.49 mmol) and 4-ethylisocyanatobenzoate 
161 (1.00 g, 5.23 mmol) in THF (10 mL) was stirred at room temperature for 16 h. The precipitate 
was filtered and rinsed with ether to give 1.40 g (92%) of the title compound 162 as a white powder. 
l H NMR: (400 MHz, DMSO) 8 (ppm): 8.87 (s, 1H), 7.81 (d, J = 8.4 Hz, 2H), 7.59 (d, J = 8.4 Hz, 2H), 
7.25 (q, J = 6.8 Hz, 2H), 3.45 (d, J = 4.9 Hz, 4H), 2.31 (t, J = 4.9 Hz, 4H), 2.19 (s, 3H), 1.30 (t, J = 
6.8 Hz, 3H). 

Step 2. 4-(l-Methylpiperazine-4-carboxamido)benzoic acid (163) 
[0393] A solution of 162 (1.39 g, 4.77 mmol) and LiOH H 2 0 (300 mg, 7.16 mmol) in 1:1 
THF:water (8 ml) was stirred at room temperature for 24 h. 1 M HCI was added to reach pH = 5 and 
the solvent was evaporated. The title compound was purified by preparative HPLC (Aquasil C18, 
reverse phase, eluent: MeOH / water) to give 979 mg (78%) of the title compound 163 as a white 
powder. X H NMR: (400 MHz, DMSO) 8 (ppm): 8.81 (s, 1H), 7.78 (dt, J = 8.6, 1.8 Hz, 2H), 7.53 (dt, J 
= 8.8, 2.0 Hz, 2H), 3.44 (t, J = 4.9 Hz, 4H), 2.31 (t, J = 5.0 Hz, 4H), 2.19 (s, 3H). 

Steps 3 and 4. 4-Methyl-piperazine-l-carboxylic acid [4-(2-nitro-5-thiophen-2-yl- 
phenylcarbamoyl)-phenyl]-amide (164) 

[0394] Following the same procedures as in Example 1, steps 3 and 4 (scheme 1) but 
substituting compound 4 for compound 163 title compound 164 was obtained in 8.4 % yield (over 
two steps). X H NMR: (DMSO) 8 (ppm): 400 MHz, (DMSO) d (ppm): 9.57 (s, 1H), 8.80 (s, 1H), 7.89 (d, 
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J = 8.8 Hz, 2H), 7.59 (d, J = 8.8 Hz, 2H), 7.44 (d, J = 2.2 Hz, 1H), 7.34 (dd, J = 5.1, 1.0 Hz, 1H), 
7.27 (dd, J = 8.2, 2.2 Hz, 1H), 7.23 (dd, J = 3.5, 1.2 Hz, 1H), 7.03 (dd, J = 5.1, 3.5 Hz, 1H), 6.79 
(d, J = 8.4 Hz, 1H), 5.12 (sb, 2H), 3.46 (t, J = 4.8 Hz, 4H), 2.33 (t, J = 4.9 Hz, 4H). MS: (calc.) 
435.2; (obt.) 436.4 (MH) + . 

Example 47 



H 2 N 




N-(2-amino-5-(thiophen-2-yl)phenyl)-l-methyl-lH-indole-6-carboxamide (41) 
Scheme 35 




3 NH 2 
BOP/pyridine/ NaH/2.5 hrs, rt 



Step 1: Methyl l-methyl-lH-indole-6-carboxylate (166) 

[0395] lH-lndole-6-carboxylic acid 37 (0.20g, 1.24 mmol) was dissolved in dimethylformamide 
(10 mL) and cooled to 0°C for the portion-wise addition of sodium hydride (0.20g, 4.96 mmol). After 
complete addition, the reaction mixture was allowed to warm to rt and stirred for 1 hr then methyl 
iodide (0.15 mL, 2.48 mmol) was added to the reaction mixture. Quenching with water followed by 
rotary evaporation led to the crude residue, which was taken up with water and extracted with ethyl 
acetate. The organic phase was dried over magnesium sulfate, filtered and evaporated to provide 
crude 166 (it was used crude in the next step). MS: 189.08 (calc), 190.1 (obs). 
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Step 2: l-Methyl-lH-indole-6-carboxylic acid (167) 

[0396] Methyl l-methyl-lH-indole-6-carboxylate 166 (1.24 mmol) was stirred with sodium 
hydroxide (0.59g, 14.88 mmol) in a 2:2:1 mixture of methanolAHF/water (7.5 ml_) for 36 hrs at rt to 
form a precipitate which was collected by filtration and lyophilized overnight to give the title 
compound 167 (0.54g, 99% yield). MS: 175.06 (calc), 176.1 (obs). 

Steps 3 and 4: N-(2-Amino-5-(thiophen-2-yl)phenyl)-l-methyl-lH-indole-6-carboxamide 



[0397] Following the same procedures as in Example 1, steps 3 and 4 (scheme 1) but 
substituting compound 4 for compound 167 title compound 168 was obtained in 0.5 % yield (over 
two steps). X H NMR: (DMSO) 8 (ppm): 400 MHz, (DMSO) d (ppm): 9.72 (s, 1H), 8.19 (s, 1H), 7.67 
(abq, J= 29.4, 7.6 Hz, 2H), 7.52 (d, J= 7.6 Hz, 2H), 7.36 (s, 1H), 7.31 (d, J= 6.5 Hz, 1H), 7.26 (s, 
1H), 7.06 (s, 1H), 6.83 (d, J= 8.0 Hz, 1H), 6.52 (s, 1H), 5.16 (s, 2H), 3.90 (s, 3H). MS: 347.11 
(calc), 348.1 (obs). 



(168) 



Example 48 




N-(2-amino-5-(thiophen-2-yl)phenyl)-4-(lH-tetrazol-5-yl)benzamide (172). 
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Scheme 36 




172: Example 48 



Step 1. 4-Cyano-N-(2-nitro-5-thiophen-2-yl-phenyl)-benzamide (170). 
[0398] Following the same procedures as in Example 1, step 3 (scheme 1) but substituting 
compound 4 for compound 169 the title compound 170 was obtained in 51 % yield. l V\ NMR: 
(DMSO) 8 (ppm): 400 MHz, (DMSO) 8 (ppm): 8.15 (d, J= 8.0 Hz, 2H), 8.10 (d, J= 2.0 Hz, 1H), 7.93 
(d, J= 8.0 Hz, 2H), 7.85 (d, J= 8.6 Hz, 1H), 7.67 (dd, J= 4.9, 1.0 Hz, 1H), 7.64 (dd, J= 3.7, 1.7 Hz, 
1H), 7.45 (dd, J= 8.4, 1.4 Hz, 1H), 7.20 to 7.17 (m, 1H). MS: 349.05 (calc), 348.0 (obs). 

Step 2: N-(2-Nitro-5-(thiophen-2-yl)phenyl)-4-(lH-tetrazol-5-yl)benzamide (171). 
[0399] The nitro-cyano compound 170 (60.5 mg, 0.17 mmol) was heated to 95°C in the 
presence of tributyltin azide (0.06 ml_, 0.21 mmol) in toluene (2 mL) for 24 hrs then solvent was 
evaporated and the residues was purified by flash chromatography (1:1 ethyl acetate: hexane) to 
provide tetrazole 171 (51.4mg, 76% yield). l H NMR: (DMSO) 8 (ppm): 10.85 (s, 1H), 8.17 (d, J= 
14.9 Hz, 2H), 8.13 (s, 1H), 8.08 (d, J= 8.4 Hz, 1H), 7.99 (d, J= 7.4 Hz, 2H), 7.74 (m, 3H), 7.23 (d, 
J= 3.7 Hz, 1H). MS: 392.07 (calc), 393.1 (obs). 

Step 3: N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(lH-tetrazol-5-yl)benzamide (172) 
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[0400] The nitro compound 171 (20 mg, 0.05 mmol) was hydrogenated (1 atm) in the presence 
of 10 % palladium on charcoal (catalytic amount) in methanol (1 mL) at room temperature for 2-3 hrs. 
The reaction mixture was filtered through a pad of Celite®, the filtrate was evaporated to give the 
crude product which was suspended in dichloromethane and stirred overnight at room temperature, 
then filtered to provide the title compound 172 (6.3 mg, 27% yield). X H NMR: (DMSO) 8 (ppm): 400 
MHz, (DMSO) d (ppm): 9.71 (s, 1H), 8.07 (d, J= 8.2 Hz, 2H), 8.00 (d, J= 8.2 Hz, 2H), 7.48 (s, 1H), 
7.34 (d, J= 5.1 Hz, 1H), 7.28 (dd, J= 8.2. 2.0 Hz, 1H), 7.24 (d, J= 3.5 Hz, 1H), 7.03 (t, J= 3.7 Hz, 
1H), 6.79 (d, J= 8.4 Hz, 1H), 5.17 (s, 2H). MS: 362.09 (calc), 363.1 (obs). 



Step 1: N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-cyanobenzamide (173) 
[0401] Following the same procedures as in Example 1, step 4 (scheme 1) but substituting 
compound 4 for compound 170 the title compound 173 was obtained in 56 % yield. X H NMR: 
(DMSO) 8 (ppm): 400 MHz, (DMSO) d (ppm): 9.92 (s, 1H), 8.14 (d, J= 8.4 Hz, 2H), 8.00 (d, J= 8.4 
Hz, 2H), 7.44 (d, J= 2.0 Hz, 1H), 7.34 (dd, J= 5.1, 0.98 Hz, 1H), 7.30 (dd, J= 8.2, 2.2 Hz, 1H), 
7.23 (d, J= 3.5 Hz, 1H), 7.03 (dd, J= 5.1, 3.5 Hz, 1H), 6.79 (d, J= 8.4 Hz, 1H), 5.24 (s, 2H). MS: 
319.08 (calc), 320.1 (obs). 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(4,5-dihydro-lH-imidazol-2-yl)benzamide (174) 



Example 49 




N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-cyanobenzamide ( 1 73) 



Example 50 
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Step 1: N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(4,5-dihydro-lH-imidazol-2-yl)benzamide 
(174) 

[0402] N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-cyanobenzamide 173 (30 mg, 0.1 mmol), 
ethylenediamine (0.126 mL, 1.9 mmol.) and carbon disulfide (catalyst) were stirred at 50°C in DMF 
overnight. The reaction mixture was then evaporated to dryness, taken up in methanol and filtered to 
give the title compound 174 as a yellow solid (16.3 mg, 48%). X H NMR: (DMSO) 8 (ppm): 400 MHz, 
(DMSO) d (ppm): 9.78 (s, 1H), 8.02 (d, J= 8.0 Hz, 2H), 7.92 (d, J= 8.0 Hz, 2H), 7.45 (s, 1H), 7.33 
(d, J= 5.1 Hz, 1H), 7.28 (d, J= 8.2 Hz, 1H), 7.22 (d, J= 3.3 Hz, 1H), 7.03 (t, J= 3.9 Hz, 1H), 6.79 
(d, J= 8.2 Hz, 1H), 5.18 (s, 2H), 3.63 (s, 4H). MS: 362.12 (calc), 363.1 (obs). 



Example 51: 




N-(2-amino-5-(thiophen-2-yl)phenyl)-3-methoxybenzamide (181) 
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Scheme 37 




184: Example 52 



Step 1: tert-Butyl 4-bromo-2-nitrophenylcarbamate (175) 

[0403] To a solution of 4-bromo-2-nitroaniline 13 (5.00g, 23.07 mmol) in dimethylformamide 
(55mL) at 0°C was added sodium hydride (1.02g, 25.38 mmol, 1.1 equ.) portion-wise. After 
complete H 2 evolution, a solution of Boc anhydride (5.04g, 23.07 mmol, 1 equ.) in 
dimethylformamide (20 ml_) was cannulated slowly into the reaction mixture over 30 minutes. The 
reaction was allowed to warm to rt then stirred overnight. It was then quenched with water and the 
DMF was removed in vacuo. The residue was taken up in water and extracted with ethyl acetate. The 
organic phase was dried over sodium sulfate, filtered and evaporated to provide 175 (3.72g, 51%). 
X H NMR: (DMSO) 8 (ppm): 400 MHz, (DMSO) d (ppm): 9.67 (s, 1H), 8.10 (d, J= 2.3 Hz, 1H), 7.84 
(dd, J= 8.6, 2.3 Hz, 1H), 7.56 (d, J= 8.8 Hz, 1H), 1.44 (s, 9H). MS: (calc.) 316.01; (obt.) 217.1 (M- 
Boc) + . 
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Step 2: ten-Butyl 2-nitro-4-(thiophen-2-yl)phenylcarbamate (177) 
[0404] A solution of tert-butyl 4-bromo-2-nitrophenylcarbamate 175 (3.97g, 12.5 mmol), 2- 
thiophene boronic acid 176 (1.68g, 13.4 mmol), sodium carbonate (3.98g, 37.56 mmol) and 
Pd(PPh 3 ) 4 (0.94g, 0.814 mmol) were stirred at 110°C in a mixture of DME and water (2:1, 70 ml_ ) 
overnight. The solution was evaporated to dryness, diluted with water and extracted with ethyl 
acetate. The organic phase was washed with brine, dried over sodium sulfate, filtered and 
evaporated to provide the crude product which was purified by flash chromatography (10% ethyl 
acetate in hexane) to provide the title compound 177 (2.14g, 53% yield). X H NMR: (DMSO) 8 (ppm): 
400 MHz, (DMSO) d (ppm): 9.63 (s, 1H), 8.12 (d, J= 2.3 Hz, 1H), 7.92 (dd, J= 8.4, 2.2 Hz, 1H), 
7.66 (d, J= 8.4 Hz, 1H), 7.61 (q, J= 2.2 Hz, 2H), 7.15 (dd, J= 5.1, 3.7 Hz, 1H), 1.46 (s, 9H). MS: 
(calc.) 320.08; (obt.) 343.1 (M+Na). 

Step 3: tert-Butyl 2-amino-4-(thiophen-2-yl)phenylcarbamate (178) 
[0405] Following the same procedures as in Example 48, step 3 (scheme 36) but substituting 
compound 171 for compound 177 the title compound 178 was obtained (68% yield). X H NMR: 
(DMSO) 8 (ppm): 400 MHz, (DMSO) d (ppm): 8.34 (s, 1H), 7.43 (dd, J= 5.1, 1.2 Hz, 1H), 7.27 (dd, 
J= 3.5, 1.2 Hz, 1H), 7.24 (d, J= 8.0 Hz, 1H), 7.06 (dd, J= 5.1, 3.7 Hz, 1H), 6.95 (d, J= 2.2 Hz, 1H), 
6.82 (dd, J= 8.2, 2.2 Hz, 1H), 5.00 (s, 2H), 1.47 (s, 9H). MS: (calc.) 290.11; (obt.) 291.1 (MH) + . 

Step 4: tert-butyl 2-(3-methoxybenzamido)-4-(thiophen-2-yl)phenylcarbamate (180) 
[0406] 3-Methoxybenzoyl chloride 179 (0.20g, 1.17 mmol) and 178 (0.34g, 1.17 mmol) were 
stirred in pyridine (15 ml_) at rt for 4 hrs then the pyridine was removed by rotary evaporation and 
the crude material was purified by column chromatography (25% ethyl acetate in hexanes) to provide 
the title compound 180 (0.44g, 89% yield). *H NMR: (DMSO) 8 (ppm): 400 MHz, (DMSO) d (ppm): 
9.88 (s, 1H), 8.72 (s, 1H), 7.80 (s, 1H), 7.60 (d, J= 8.4 Hz, 1H), 7.43 to 7.55 (m, 6H), 7.17 (dd, J= 
7.6, 1.8 Hz, 1H), 7.11 (dd, J= 4.9, 3.5 Hz, 1H), 3.84 (s, 3H), 1.46 (s, 9H). MS: (calc.) 424.15; (obt.) 
425.1 (MH) + . 

Step 5: N-(2-Amino-5-(thiophen-2-yl)phenyl)-3-methoxybenzamide trifluoroacetate (181) 
[0407] tert-Butyl 2-(3-methoxybenzamido)-4-(thiophen-2-yl)phenylcarbamate 180 (0.214g, 0.504 
mmol) was stirred in trifluoroacetic acid: dichloromethane solution (1:3, 4 ml_) at rt for 5 hrs then 
solvent was evaporated. The crude residue was washed with dichloromethane and evaporated 
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several times to get rid of excess trifluoroacetic acid to provide the title compound 181 (0.22g, 
100%). X H NMR: (DMSO) 8 (ppm): 400 MHz, (DMSO) d (ppm): 9.96 (lH.s), 7.59 - 7.52 (3H,m), 7.46 - 
7.41 (3H,m), 7.39 (lH,d,2.2 Hz), 7.33 (lH,dd,2.5 and 1.0 Hz), 7.16 (lH,dd,5.7 and 1.8 Hz), 6.98 
(lH,d,8.4 Hz), 3.84 (3H,s). MS: 324.09 (calc), 325.1 (obs). 



Step 1: Acetic acid 4-(2-tert-butoxycarbonylamino-5-thiophen-2-yl-phenylcarbamoyl)- 
phenyl ester (183) 

[0408] tert-Butyl 2-amino-4-(thiophen-2-yl)phenylcarbamate 178 (0.198g, 0.68 mmol), 
benzotriazol-l-yloxy-tris(dimethylamino)phosphonium hexafluorophosphate (BOP) (0.302g, 0.68 
mmol) and 4-acetoxybenzoic acid (182) (0.1 23g, 0.68 mmol) were stirred in pyridine at rt overnight 
then solvent evaporated and purified by flash chromatography (35% ethyl acetate in hexanes) to 
provide 183 (O.llg, 36%). *H NMR: (DMSO) 8 (ppm): 400 MHz, (DMSO) d (ppm): 9.91 (s, 1H), 8.72 
(s, 1H), 8.01 (d, J= 8.8 Hz, 2H), 7.78 (d, J= 1.8 Hz, 1H), 7.63 (d, J= 8.4 Hz, 1H), 7.51 (dd, J= 4.9, 
0.98 Hz, 2H), 7.44 (dd, J= 3.7, 0.98 Hz, 1H), 7.30 (d, J= 8.6 Hz, 1H), 7.11 (dd, J= 5.1 Hz, 1H), 
2.32 (s, 3H), 1.46 (s, 9H). MS: (calc.) 452.14; (obt.) 475 (M+Na). 

Step 2: Acetic acid 4-(2-amino-5-thiophen-2-yl-phenylcarbamoyl)-phenyl ester 
trifluoroacetate (184) 

[0409] Following the same procedure as for the Example 51, step 5 (the same scheme 37) but 
substituting compound 180 for the compound 183, the title compound 184 was obtained (16% 
yield). X H NMR: (DMSO) 8 (ppm): 400 MHz, (DMSO) d (ppm): 9.73 (lH,s), 8.03 (2H,d, 8.4), 7.45 
(lH,s,), 7.34 (lH,d,9.0 Hz), 7.30 - 7.22 (4H,m), 7.04 (lH,dd,3.5 and 1.6 Hz), 6.79 (lH,d,8.4 Hz), 
5.18 (2H,s), 2.31 (3H,s). MS: 352.1 (calc), 353.1 (obs). 



Example 52 




4-(2-Amino-5-(thiophen-2-yl)phenylcarbamoyl)phenyl acetate (184) 
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Example 53 




4-(2-(Piperidin-l-yl)ethylamino)-N-(2-amino-5-(thiophen-2-yl)phenyl)benzamide (190) 
Scheme 38 




~OH 



190: Example 53 189 



Step 1: tert-Butyl 4-(2-(piperidin-l-yl)ethylamino)benzoate (187) 
[0410] tert-Butyl 4-fluorobenzoate 185 (0.502g, 2.55 mmol) and 2-(piperidin-l-yl)ethanamine 
186 (1.46 ml_, 10.21 mmol) were stirred neat at 120°C overnight then diluted with ethyl acetate, 
washed with saturated aqueous sodium bicarbonate (lx), brine (lx), dried over magnesium sulfate 
and evaporated to give 187 (0.501g, 64%).^ NMR: (DMSO) 5 (ppm): 400 MHz, (DMSO) d (ppm): 
7.59 (d, J= 8.8 Hz, 2H), 6.55 (d, J= 8.8 Hz, 2H), 6.24 (t, J= 5.1 Hz, 1H), 4.11 (m, 2H), 3.21 to 
3.13 (m, 6H), 2.44 (t, J= 7.1 Hz, 2H), 2.37 (m, 2H), 1.49 (s, 9H), 1.47 to 1.38 (m, 2H). MS: 304.22 
(calc), 249.1 (M-tBu). 

Step 2: 4-(2-(Piperidin-l-yl)ethylamino)benzoic acid trifluoroacetate (188) 
[0411] Following the same procedure as for the Example 51, step 5 (scheme 37) but 
substituting compound 187 for the compound 183, the title compound 188 was obtained (0.37g, 
90.5%). l H NMR: (DMSO) 8 (ppm): 400 MHz, (DMSO) d (ppm): 7.69 (d, J= 8.6 Hz, 2H), 6.62 (d, J= 
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8.8 Hz, 2H), 6.51 (t, J= 6.8 Hz, 1H), 3.46 (d, J= 5.7 Hz, 2H), 3.33 (s, 2H), 3.14 (d, J= 11.5 Hz, 4H), 
1.72 (m, 6H). MS: 248.15 (calc), 249.2 (obs). 

Step 3: 4-(2-(Piperidin-l-yl)ethylamino)-N-(2-nitro-5-(thiophen-2-yl)phenyl)benzamide (189) 
[0412] Following the same procedure as for the Example 1, step 3 (scheme 1), but substituting 
acid 4 for the acid 188, the title compound 189 was obtained (19% yield). MS: 450.17 (calc), 451.2 
(obs). 

Step 4: 4-(2-(Piperidin-l-yl)ethylamino)-N-(2-amino-5-(thiophen-2-yl)phenyl)benzamide 
(190) 

[0413] Following the same procedure as for the Example 51, step 3 (scheme 37), but 
substituting nitro compound 177 for the nitro compound 189, the title compound 190 was obtained 
(8% yield).^ NMR: (DMSO) 8 (ppm): 400 MHz, (DMSO) d (ppm): 9.34 (lH,s), [8.25 (2H,s)comes from 
formic salt], 7.77 (2H,d,8.8), 7.44 (lH.d.2.2 Hz), 7.34 (lH,dd,4.0 and 1.2 Hz), 7.26 - 7.21 (2H,m), 
7.03 (lH.dd.3.5 and 1.4), 6.78 (lH.d.8.2), 6.62 (lH,d,8.8 Hz), 6.09 (lH,m), 3.25 - 3.15(8H,m), 
1.53 to 1.49 (4H,m), 1.39 (2H,m). MS: 420.2 (calc), 421.3 (obs). 



Example 54 




4-(2-Morpholinoethoxy)-N-(2-amino-5-(thiophen-2-yl)phenyl)benzamide 197 
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Scheme 39 
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197: Example 54 



Step 1: Methyl 4-(2-morpholinoethoxy)benzoate (193) 

[0414] To a stirring solution of methyl 4-hydroxybenzoate 191 (1.08g, 7.10 mmol) and 4-(2- 
chloroethyDmorpholine hydrochloride 192 (1.45g, 7.82 mmol) in acetonitrile was added potassium 
carbonate (2.95g, 21.3 mmol). The reaction mixture was heated to 50°C overnight then cooled to rt 
and the resulting precipitate was filtered and washed with methanol to provide methyl 4-(2- 
morpholinoethoxy)benzoate 193 (2.67g, 142%). X H NMR: (DMSO) 5 (ppm): 400 MHz, (DMSO) d 
(ppm): 7.87 (s, J= 9.0 Hz, 2h), 7.03 (d, J= 9.0 Hz, 2H), 4.15 (t, J= 5.7 Hz, 2H), 3.80 (s, 3H), 3.56 
(t, J= 4.5 Hz, 4H), 2.69 (t, J= 5.7 Hz, 4H), 2.47 (m, 4H). MS: 265.13 (calc), 266.1 (obs). 

Step 2: 4-(2-Morpholinoethoxy)benzoic acid (194) 

[0415] Lithium hydroxide (hydrated) (0.59g, 14.1 mmol) was added to a solution of methyl 4-(2- 
morpholinoethoxy)benzoate 193 (1.25g, 4.7 mmol) in a 1:1 mixture of THF-water (20 ml_). The 
reaction mixture was stirred at rt overnight then acidified with IN HCI to pH 2, solvent was 
evaporated and the residue was lyophilized to provide crude 194 (1.66g, »100% yield). X H NMR: 
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(DMSO) 8 (ppm): 400 MHz, (DMSO) d (ppm): 7.88 (d, J= 8.8 Hz, 2H), 7.05 (d, J= 8.8 Hz, 2H), 4.53 
(m, 2H), 3.89 (m, 4H), 3.53 (m, 2H), 3.26 to 3.14 (m, 4H). MS: 251.12 (calc), 252.1 (obs). 



Step 3: 4-(2-Morpholinoethoxy)benzoyl chloride (195) 

[0416] 4-(2-Morpholinoethoxy)benzoic acid 194 (330mg, 1.31 mmol) was dissolved in thionyl 
chloride (4 ml_) and a few drops of dimethylformamide were added. The reaction mixture was allowed 
to stir at 80°C in a sealed tube for 1.5 hrs then opened to leave evaporate overnight. The residue 
was placed on a vacuum pump overnight and used as is in the next reaction (0.30g, 100%). MS: 
269.08 (calc, COCI), 265.13 (calc, Me ester), 266.2 (obs, Me ester) 

Step 4: 4-(2-Morpholinoethoxy)-N-(2-nitro-5-(thiophen-2-yl)phenyl)benzamide (196) 
[0417] Following the same procedure as for the Example 51, step 4 (scheme 37) but 
substituting compound 178 for the compound 3, and compound 179 for compound 195, the title 
compound 196 was obtained (3% yield). MS: 453.14 (calc), 454.2 (obs). 

Step 5: 4-(2-Morpholinoethoxy)-N-(2-amino-5-(thiophen-2-yl)phenyl)benzamide (197) 
[0418] Following the same procedure as for the Example 1, step 4 (scheme 1) but substituting 
the nitro compound 5 for the nitro compound 196, title compound 197 was obtained (3 mg, 19%). 
X H NMR: (DMSO) 5 (ppm): 400 MHz, (DMSO) d (ppm): 9.67 (lH,s), 8.01 (2H,d,8.8), 7.44 (lH,d,2.0 
Hz), 7.36 (lH,dd,4.1 and 1.0 Hz), 7.30 (lH,dd,6.1 and 2.2 Hz), 7.24 (lH,dd,2.5 and 1.2), 7.12 
(2H,d,8.8), 7.04 (lH,dd,3.5 and 1.6 Hz), 6.82 (lH,d,8.4 Hz), 4.44 (2H,t,4.1), 3.65 to 3.15 (lOH.m). 
MS: 423.16 (calc), 424.2 (obs). 



4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-5-cyanophenyl)benzamide (199) 



Example 55 
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Scheme 40 
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199: Example 55 




Stepl:4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-5-cyanophenyl)benzamide (199) 
[0419] Following the same procedure as described in Example 27, step 2 (scheme 20), the title 
compound 199 was obtained in 16% yield. : H NMR: (DMSO) 8 (ppm): 9.56 (bs, 1H), 7.89 (d, J=8.0 
Hz, 2H), 7.52 (bs, 1H), 7.45 (d, J=8.4 Hz, 2H), 6.77 (d, J=8.4 Hz, 1H), 6.63 (d, J= 8.4 Hz, 1H), 
6.30 (d, J=2.4 Hz, 1H), 5.99-5.95 (m, 2H), 5.74 (bs, 1H), 4.92 (bs, 2H), 3.64 (s, 3H), 3.32 (s, 3H). 
MS: (calc); 402.5 (obt.) 403.4 (MH) + . 



Example 56 




4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-4-fluoro-5-(thiophen-2- 
yl)phenyl)benzamide (205): 
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Scheme 41 




Step 1: Di-tert-Butyl 5-chloro-4-fluoro-2-nitrophenylcarbamate (201) 
[0420] Following the procedure described in Example 43, step 2 (scheme 31) using THF as a 
solvent but substituting compound 108 for compound 200, the title compound 201 was obtained in 
55% yield. MS: (calc.) 390.8; (obt.) 413 (M + Na) + . 

Step 2: Di-tert-butyl 4-fluoro-2-nitro-5-(thiophen-2-yl)phenylcarbamate (202): 
[0421] Following the same procedure described in Example 1, step 2 (scheme 1), but 
substituting bromoarene 2 for compound 201, the title compound 202 was obtained (36% yield). X H 
NMR: (CDCI3) 8 (ppm): 7.85 (d, J= 10.4 Hz, 1H), 7.56-7.54 (m, 1H), 7.49 (d, J=6.8 Hz, 1H), 7.44 
(dd, J=1.2, 5.2 Hz, 1H), 7.10 (dd, J=0.8, 5.2 Hz, 1H), 1.36 (bs, 18H). MS: (calc.) 438.4; (obt.) 
239.1 (MH-2 tert-Boc) + . 

Step 3: 4-Fluoro-2-nitro-5-(thiophen-2-yl)benzenamine (203) 

[0422] Following the procedure described in Example 27, step 3 (scheme 20) but substituting 
compound 111 for compound 202, the title compound 203 was obtained (32% yield). l H NMR: 
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(CD 3 OD) 8 (ppm): 7.86 (d, J= 12.0 Hz, 1H), 7.63-7.60 (m, 2H), 7.31 (d, J=6.8 Hz, 1H), 7.17 (t, 
J=4.4 Hz, 1H). MS: (calc.) 238.3; (obt.) 239.1 (MH) + . 



Step 4: 4-((3,4-dimethoxyphenylamino)methyl)-N-(4-fluoro-2-nitro-5-(thiophen-2- 
yl)phenyl)benzamide (204): 

[0423] Following the procedure described in Example 1, step 3 (scheme 1) but substituting 
compound 3 for compound 203, the title compound 204 was obtained (89% yield). X H NMR: (DMSO) 
8 (ppm): 10.70 (bs, 1H), 8.17 (d, J=7.2z, 1H), 8.10 (d, J=10.8 Hz, 1H), 7.90 (d, J=8.8 Hz, 2H), 
7.85 (dd, J=5.2; 1.2 Hz, 1H), 7.73 (d, J=4.0 Hz, 1H), 7.52 (d, J=8.8 Hz, 2H), 7.62 (dt, J=5.2; 1.2 
Hz, 1H), 6.40 (d, J=8.8 Hz, 1H), 6.31 (d, J=2.4 Hz, 1H), 6.01-5.96 (m, 2H), 4.31 (d, J=6.6 Hz, 2H), 
3.65 (s, 3H), 3.58 (s, 3H). MS: (calc.) 507.5; (obt.) 508.3 (MH) + . 

Step 5: 4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-4-fluoro-5-(thiophen-2- 
yl)phenyl)benzamide (205): 

[0424] Following the procedure described in Example 1, step 4 (scheme 1) but substituting 
compound 5 for compound 204 and running the reaction at room temperature, the title compound 
205 was obtained (41% yield).^ NMR: (DMSO) 8 (ppm): 9.65 (s, 1H), 7.96 (d, J=8.0 Hz, 2H), 7.48- 
7.51 (m, 4H), 7.31 (d, J=4.0 Hz, 1H), 7.11 (d, J=4.0 Hz, 1H), 6.80 (d, J=8.8 Hz, 1H), 6.50 (d, 
J=13.6 Hz, 1H), 6.35 (d, J=2.8 Hz, 1H), 6.03-6.01 (m, 2H), 5.50 (bs, 2H), 4.34 (d, J=6.0 Hz, 2H), 
3.70 (s, 3H), 3.62 (s, 3H). MS: (calc.) 477.6; (obt.) 478.4 (MH) + . 



Example 57a 




N-(5-(l-Methyl-lH-imidazol-2-ylthio)-2-amino-4-fluorophenyl)-4-((3,4- 
dimethoxyphenylamino)methyl)benzamide (209a) 
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Scheme 42 




Step 1: 5-(l-Methyl-lH-imidazol-2-ylthio)-4-fluoro-2-nitrobenzenamine (208a): 
[0425] To a stirred solution of 206 (500mg, 2.8 mmol) in DMF (20 mL), was added 1-methyl-lH- 
imidazole-2-thiol (207a, 2.8 mmol, 328 mg) and potassium carbonate (1.58 g, 11.49 mmol). The 
reaction mixture was stirred at 60° for 5 hours. Ethyl acetate was added and K 2 C0 3 was removed by 
filtration. The filtrate was concentrated, evaporated under reduced pressure and the residue was 
purified by flash chromatography on silica gel, eluents hexane-EtOAc (1:2), then EtOAc (100%) to 
afford 208a (751 mg, 98% yield). MS: (calc.) 268.3; (obt.) 269.1 (MH) + . 

Steps 2-3: N-(5-(l-Methyl-lH-imidazol-2-ylthio)-2-amino-4-fluorophenyl)-4-((3,4- 
dimethoxyphenylamino)methyl)benzamide (209a): 

[0426] Following the procedures described in Example 1, steps 3 and 4 (scheme 1) but 
substituting compound 3 for compound 208a the title compound 209a was obtained in 28% yield. 
X H NMR: (DMSO) 8 (ppm): 9.5 (s, 1H), 7.86 (d, J=8.4 Hz, 2H), 7.43 (d, J=8.4 Hz, 2H), 7.2 (s, 1H), 



10/574,088 
Substitute specification 



318 



7.10 (d, J=8.4 Hz, 1H), 6.90 (s, 1H), 6.6 (d, J=8.8 Hz, 1H), 6.56 (d, J=11.6 Hz, 1H), 6.29 (d, J=2.4 
Hz, 1H), 5.95 (dd, J=2.4, 8.8 Hz, 2H), 5.52 (bs, 2H), 4.28 (bs, 2H), 3.64 (s, 6H), 3.57 (s, 3H). MS: 
(calc.) 507.6; (obt.) 508.4 (MH) + . 



4-((3,4-Dimethoxyphenylamino)methyl)-N-(5-(4-(lH-imidazol-l-yl)phenoxy)-2-amino-4- 
fluorophenyl)benzamide (209b) 

Step 1: 5-(4-(lH-lmidazol-l-yl)phenoxy)-4-fluoro-2-nitrobenzenamine (208b) 
[0427] Following the same procedure as described in Example 57a, step 1 (scheme 42) but 
substituting imidazole 207a for 4-(lH-imidazol-l-yl)phenol (207b), the compound 208b was obtained 
in 23% yield. MS: (calc.) 314.6; (obt.) 315.1 (MH) + . 

Step 2-3: 4-((3,4-Dimethoxyphenylamino)methyl)-N-(5-(4-(lH-imidazol-l-yl)phenoxy)-2- 
amino-4-fluorophenyl)benzamide (209b) 

[0428] Following the procedures described in Example 1, steps 3 and 4 (scheme 1) but 
substituting compound 3 for compound 208b the title compound 209b was obtained in 65% yield. 
X H NMR: (DMSO) 8 (ppm): 7.87 (d, J=8.4 Hz, 2H), 7.75 (bs, 1H), 7.60 (d, J=8.0 Hz, 2H), 7.44 (d, 
J=8.4 Hz, 2H), 7.26 (bs, 1H), 7.14 (d, J=8.0 Hz, 1H), 7.03 (d, J=8.0 Hz, 2H), 6.723 (d, J=13.2 Hz, 
1H), 6.62 (d, J=8.4 Hz, 1H), 6.29 (d, J=2.4 Hz, 1H), 5.96 (dd, J=2.4, 8.8 Hz, 2H), 4.28 ( bs, 2H), 
3.64 (s, 3H), 3.57 (s, 3H). MS: (calc.) 553.6; (obt.) 554.5 (MH) + . 



Example 57b 




Example 58 




H 



4-Acetamido-N-(2-amino-4-fluoro-5-(lH-pyrrol-l-yl)phenyl)benzamide (213) 
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Step 1: 4-Fluoro-2-nitro-5-(lH-pyrrol-l-yl)benzenamine (211): 

[0429] To a stirred solution of 206 (500 mg, 2.87 mmol) and pyrrole (210, 239 uL, 3.44 mmol) 
in DMF (10 ml_), was added NaH (207 mg, 5.17 mmol). The reaction mixture was stirred for 18 
hours at 50°, quenched with water (100 mL) and extracted with DCM (2x50 mL). The organic phase 
was dried with magnesium sulfate and concentrated under reduced pressure. The residue was 
purified by flash chromatography on silica gel, eluents hexanes-EtOAc 4:1, then hexanes-EtOAc 1:1, 
to afford the title compound 211 (145 mg, 25% yield). l H NMR: (DMSO) 8: 7.94 (d, J=12.0 Hz, 1H), 
7.12 (q, J=2.4, 4.4 Hz, 2H), 7.02 (d, J=6.8 Hz, 1H), 6.32 (t, J=2.4, 4.8 Hz, 2H). MS: (calc.) 221.8; 
(obt.) 222.1 (MH) + . 

Step 2-3: 4-Acetamido-N-(2-amino-4-fluoro-5-(lH-pyrrol-l-yl)phenyl)benzamide (213) 
[0430] Following the procedures described in Example 1, steps 3 and 4 (scheme 1) but 
substituting amine 3 for compound 211, and the acid 4 for 4-acetamidobenzoic acid (212) the title 
compound 213 was obtained in 40% yield. X H NMR: (DMSO) 8 (ppm):10.11 (s, 1H), 9.48 (s, 1H), 
7.83 (d, J=8.4 Hz, 2H), 7.56 (d, J=8.8 Hz, 2H), 7.20 (d, J=8.4 Hz, 1H), 6.86 (dd, J=2.0, 4.0 Hz, 
2H), 6.62 (d, J=12.8Hz, 1H), 6.10 (2H, dd, J=2.0, 4.0 Hz, 2H), 5.28 (bs, 2H), 2.09 (s, 3H). MS: 
(calc.) 352.36; (obt.) 353.2 (MH) + . 



Example 59 




4-((3,4-dimethoxyphenylamino)methyl)-N-(2-amino-4-fluoro-5-indole-5- 
carbonitrilejbenzamide (218) 
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Scheme 43 
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Step 1: Di-tert-butyl 4,5-difluoro-2-nitrophenylcarbamate (214) 

[0431] Following the procedure described in Example 43, step 2 (scheme 31) but substituting 
compound 148 for compound 206, the title compound 214 was obtained in 89% yield. l H NMR: 
(CDCI3) 8 (ppm): 7.99 (dd, J= 7.6, 9.6 Hz, 1H), 7.18(dd, J= 7.2, 9.6 Hz, 1H), 1.42 (bs, 18H). MS: 
(calc.) 374.3; (obt.) 397.2 (MNa) + . 

Step 2: Di-tert-butyl 5-(5-cyano-lH-indol-l-yl)-4-fluoro-2-nitrophenylcarbamate (216): 
[0432] Following the same procedure as described in Example 57a, step 1, but substituting DMF 
for DMSO and 1-methyl-l H-imidazole-2-thiol (207a) for lH-indole-5-carbonitrile (215) the title 
compound 216 was obtained in 28% yield. : H NMR: (CDCI 3 ) 5 (ppm): 9.71 (bs, 1H), 8.88 (d, J=3.2 
Hz, 1H), 8.21 (d, J=10.8 Hz, 1H), 8.02 (s, 1H), 7.55 (bs, 1H), 7.43 (dd, J=2.4, 6.0 Hz, 1H), 6.83 (d, 
J=3.6 Hz, 1H), 1.55 (s, 18H). MS: (calc.) 496.5; (obt.) 436.3 (M+K) + . 

Step 3: l-(5-Amino-2-fluoro-4-nitrophenyl)-lH-indole-5-carbonitrile (217) 
[0433] Following the procedure described in Example 27, step 3 (scheme 20) but substituting 
111 for compound 216, the title compound 217 was obtained in 99% yield. MS: (calc.) 296.3; (obt.) 
297.2 (MH) + . 

Steps 4-5: 4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-amino-4-fluoro-5-indole-5- 
carbonitrile)benzamide (218) 
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Following the procedures described in Example 1, steps 3 and 4 but substituting compound 3 for 
compound 217 the title 218 was obtained in 41% yield. l H NMR: (DMSO) 8 (ppm): 8.08 (bs, 1H), 
7.96 (d, J=8.0 Hz, 2H), 7.54 (d, J=8.0 Hz, 2H), 7.41-7.50 (m, 2H), 7.40 (d, J=8.0 Hz, 1H), 7.35 (d, 
J=7.6 Hz, 1H), 6.83 (d, J=8.0 Hz, 1H), 6.80 (d, J=2.4 Hz, 1H), 6.72 (d, J=8.8 Hz, 1H), 6.38 (d, 
J=2.4 Hz, 1H), 6.15 (dd, J=2.4, 8.8 Hz, 1H), 4.41 (bs, 2H), 3.76 (s, 3H), 3.73 (s, 3H). MS: (calc.) 
535.5; (obt.) 536.3 (MH) + . 



Example 60 




4-Acetamido-N-(2-amino-4-(thiazol-2-yl)phenyl)benzamide (223) and 
Example 61a 




H 



4-Acetamido-N-(2-amino-5-(thiazol-2-yl)phenyl)benzamide (224a) 
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Scheme 44 




H2S(g), Et3N, Py 




NH 2 



EtOH, reflux 



CI 

o 




K 



SnCI 2 x 2H 2 0, NH 4 OAc 
MeOH.THF 



219 



220 



221 a-c 




1 O N 





224a: Example 61; 



224b: Example 61b 



\^J? pyridine, CH 3 CN, 0°C 



224c: Example 61c 



R' 223: Example 60 



222a-c 



a:R = R 1 =H; 
b: R = Ph, R 1 = H 
c:R = R 1 = Me; 



Step 1: 4-Amino-3-nitrobenzothioamide (220) 

[0434] To a stirred solution of 219 (1.96 g, 12.02 mmol) in pyridine (15 mL) and Et 3 N (6ml) was 
bubbled hydrogen sulfide for 40 minutes. When the reaction was completed nitrogen was bubbled for 
another 40 min. The residue was diluted in DCM and washed with water, HCI 10% and brine. Organic 
phases were collected, dried with sodium sulfate and concentrated under reduced pressure to afford 
the title compound 220 (2.11 g, 89% yield). X H NMR: (DMSO) 8 (ppm): 9.04 (bs, 1H), 8.31 (d, J=9.2 
Hz, 1H), 7.28 (d, J=8.8 Hz, 1H). MS: (calc.) 197.2; (obt.) 198.1(MH) + . 

Step 2: 2-Nitro-4-(thiazol-2-yl)benzenamine (221a) 

[0435] To a stirred suspension of 220 (500 mg, 2.53 mmol) in ethanol (15 mL) was added 
chloroacetaldehyde (50% solution in water, 0.796ml, 5.0 mmol). The mixture was heated at 80°C for 
18 hours, evaporated under reduced pressure and the residue was dissolved in DCM, washed with 
brine, dried with sodium sulfate and concentrated. The crude material was purified by flash 
chromatography on silica gel, eluents hexane-EtOAc (4:1), then EtOAC (100%), to afford the title 
compound 221a (104 mg, 19% yield). : H NMR: (CD 3 OD) 8 (ppm): 8.62 (d, J=2.0 Hz, 1H), 7.91 (dd, 



J=2.4, 8.8 Hz, 1H), 7.78 (d, J=3.2 Hz, 1H), 7.51 (d, J=3.2 Hz, 1H), 7.07 (d, J=8.8 Hz, 1H). MS: 
(calc.) 221.2; (obt.) 222.1 (MH) + . 
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Step 3: 4-(Thiazol-2-yl)benzene-l,2-diamine (222a) 

[0436] Following the procedure described in Example 1, step 4 (scheme 1) but substituting 5 for 
compound 221a, the title compound 222a was obtained (53% yield). X H NMR: (CD 3 OD) 8 (ppm): 
7.68 (d, J=3.2 Hz, 1H), 7.38 (d, J=3.6 Hz, 1H), 7.26 (d, J=2.0 Hz, 1H), 7.19 (dd, J=2.0, 8.0 Hz, 
1H), 6.70 (d, J=8.0Hz, 1H). MS: (calc.) 191.2; (obt.) 192.3 (MH) + . 

Step 4. 4-Acetamido-N-(2-amino-4-(thiazol-2-yl)phenyl)benzamide (223) and 4-Acetamido- 
N-(2-amino-5-(thiazol-2-yl)phenyl)benzamide (224a) 

[0437] To a stirred suspension of 222a (47 mg, 0.25 mmol) in acetonitrile (10 ml_) and pyridine 
(20 uL) was added 4-acetamidobenzoyl chloride (49 mg, 0.25 mmol) in acetonitrile (1 mL) at 0°C for 
15 min. The reaction mixture was warmed up to room temperature and stirred for 4 hours, 
concentrated under reduced pressure. The crude was diluted in DCM and washed with NaHC03 and 
brine. The organic layer was dried with Na 2 S0 4 and evaporated. The residue was purified by flash 
chromatography on silica gel, eluents hexane-EtOAc (1:3), then EtOAc (100%) to afford the title 
compounds 223 (3 mg, 4% yield) and 224a (5 mg, 5% yield). 

223: X H NMR: (CD 3 0D) 8 (ppm): 7.95 (d, J=8.8 Hz, 2H), 7.60 (d, J=3.2 Hz, 1H), 7.73-7.71 (m, 2H), 
7.56 (d, J=3.2 Hz, 1H), 7.48 (bs, 1H), 7.32 (bs, 2H), 2.17 (s, 3H). MS: (calc.) 352.4; (obt.) 353.2 



224a: l H NMR: (DMSO) 8 (ppm):10.18 (s, 1H), 9.64 (s, 1H), 8.00-7.94 (m, 5H), 7.84 (d, J=2.0 Hz, 
1H), 7.68 (dd, J=1.6, 7.2 Hz, 2H), 7.61 (dd, J=2.0, 8.4 Hz, 1H), 7.42 (dt, J=1.6, 7.2 Hz, 2H), 7.32 
(d, J=1.6, 7.2 Hz, 1H), 6.84 (d, J=8.4 Hz, 1H), 5.52 (bs, 2H), 2.09 (s, 3H). MS: (calc.) 428.5; (obt.) 



4-Acetamido-N-(2-amino-5-(4-phenylthiazol-2-yl)phenyl)benzamide (224b) 
[0438] Following the same procedures as described in Example 61a, steps 1-4 (scheme 44) but 
substituting chloroacetaldehyde in the second step by 2-chloro-l-phenylethanone, the title 224b was 
obtained in 24% overall yield. 



(MH) + . 



429.1(MH) + . 



Example 61b 




10/574,088 
Substitute specification 



324 



Example 61c 




4-Acetamido-N-(2-amino-5-(4,5-dimethylthiazol-2-yl)phenyl)benzamide (224c) 
[0439] Following the same procedures as described in Example 61a, steps 1-4 (scheme 44) but 
substituting chloroacetaldehyde in the second step by 3-chlorobutan-2-one, the title 224c was 
obtained in 3% overall yield. 

Scheme 45 




4-Acetamido-N-(2-amino-5-(benzo[d]oxazol-2-yl)phenyl)benzamide (228) 
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Step 1: 3-Nitro-4-benzenamine imidate (225) 

[0440] Hydrogen chloride was bubbled into a reaction flask containing absolute ethanol (10 mL) 
during 5 min at 0°C. The compound 219 (2.00 g, 12.26mmol) was added to the solution. The 
mixture was stirred at room temperature for 18 h, concentrated under reduced pressure and the 
solid residue was triturated with ethyl acetate to afford the title compound 225 as a yellow solid 
(2.72 g, 79% yield). X H NMR: (DMSO) 8 (ppm): 8.40 (d, J=2.0Hz, 1H), 8.05 (bs, 2H), 7.65 (dd, 
J=2.0, 8.8 Hz, 1H), 7.06 (d, J=8.8 Hz, 1H). MS: (calc.) 209.2; (obt.) 210.1 (MH) + . 

Step 2: 4-(Benzo[d]oxazol-2-yl)-2-nitrobenzenamine (226): 

[0441] The imidate 225 (500mg, 1.77 mmol) in anhydrous ethanol (25 mL) was treated with o- 
aminophenol (232mg, 2.1 mmol) and heated in a sealed flask at 95°C for 5 h. The solvent was 
evaporated under reduced pressure and the residue was triturated with ethyl acetate to afford the 
title compound 226 (517 mg, quant, yield.). X H NMR: (DMSO) 8 (ppm): 8.45 (d, J=2.0 Hz, 1H), 8.14 
(dd, J=2.0, 8.8 Hz, 1H), 8.06 (bs, 2h), 7.79-7.75 (M, 2H), 7.41-7.39 (m, 2h), 7.20 (d, J=1.6 Hz, 1H). 
MS: (calc.) 255.2; (obt.) 256.0 (MH) + . 

Step 3: 4-(Benzo[d]oxazol-2-yl)benzene-l,2-diamine (227): 

[0442] To a stirred solution of 226 (517 mg, 1.77 mmol) in methanol (20 mL) was added 
palladium on charcoal (10%, 188 mg). The reaction was stirred under hydrogen atmosphere for 18 
hours, filtered through a celite pad; the filtrate was evaporated under reduced pressure to afford title 
compound 227 (350 mg, 87% yield). X H NMR: (DMSO) 8 7.673-7.641 (m, 2H), 7.39 (d, J=2.0 Hz, 
1H), 7.32-7.30 (m, 3H), 6.64 (d, J=8.0 Hz, 1H). MS: (calc.)225.2; (obt.) 226.1 (MH) + . 

Step 4. 4-Acetamido-N-(2-amino-5-(benzo[d]oxazol-2-yl)phenyl)benzamide (228): 
[0443] To a stirred suspension of 227 (350 mg, 1.55 mmol) in acetonitrile (20 mL) and pyridine 
(2ml) was added 4-acetamidobenzoyl chloride (307 mg, 1.55 mmol) in acetonitrile (5 ml) at 0°C. The 
solution was warmed up to room temperature and stirred for 4 hours. The reaction mixture was 
concentrated under reduced pressure and the residue was purified by flash chromatography on silica 
gel, eluents hexane-EtOAc (1:3), then EtOAc (100%), to afford 228 as a beige solid (5 mg, 1% yield). 
X H NMR: (DMSO) 8 (ppm): 10.22 (s, 1H), 9.62 (s, 1H), 8.05 (d, J=2.4 Hz, 1H), 7.89 (d, J=8.4Hz, 
2H), 7.80 (1H, dd, J=2.0, 8.4 Hz, 1H), 7.68-7.73 (m, 4H), 7.33-7.35 (m, 2H), 6.91 (d, J=8.4 Hz, 
1H), 5.86 (bs, 2H), 2.12 (s, 3H). MS: (calc.) 386.41; (obt.) 387.1 (MH) + . 
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Example 63 




(E)-3-(4-((3-Chlorophenylamino)methyl)phenyl)-N-(2-amino-5-(thiophen-2- 
yl)phenyl)acrylamide (232) 
Scheme 46 



1. NaH, BOP, pyridine, 




Step 1. (E)-3-(4-((3-Chlorophenylamino)methyl)phenyl)acrylic acid (231) 
[0444] To a solution of (E)-3-(4-formylphenyl)acrylic acid 229 (1 g, 5.67 mmol) and 3- 
chlorobenzenamine 230 (596 L, 5.67 mmol) in THF (8 ml), dibutyltin dichloride (173 mg, 0.57 
mmol) was added followed by dropwise addition of phenylsilane (697 uL, 5.67 mmol). The resulting 
mixture was stirred at room temperature in the nitrogen atmosphere overnight, diluted with MeOH 
and concentrated under reduced pressure. The solid residue was triturated with DCM to yield the title 
compound 231 (1.24g, 76% yield). X H NMR: (DMSO) 8 (ppm): 7.61 (d, J=8.0 Hz, 2H), 7.53 (d, 
J=16.0 Hz„ 1H), 7.34 (d, J=8.4 Hz, 2H), 7.00 (t, J=8.0 Hz, 1H), 6.53 (t, J=2.0 Hz, 1H), 6.49-6.48 
(m, 2H), 6.46 (d, J=16.0Hz, 1H), 4.28 (bs, 2H). MS: (calc.)287.7; (obt.) 288.1 (MH) + . 
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Steps 2-3. (E)-3-(4-((3-Chlorophenylamino)methyl)phenyl)-N-(2-amino-5-(thiophen-2- 
yl)phenyl)acrylamide (232) 

[0445] Following the procedure described in Example 1, steps 3-4 (scheme 1) but substituting 
acid 4 for the acid 231 title compound 232 was obtained in 60% yield. X H NMR: (DMSO) 8 (ppm): 
9.42 (bs, 1H), 7.66-7.32 (m, 7H), 7.22-7.14 (m, 2H), 7.10-7.00 (m, 2H), 6.87-6.74 (m, 1H), 6.62- 
6.50 (m, 4H), 5.19 (bs, 1H), 4.29 (d, J= 5.6Hz, 2H). MS: (calc.) 459.2; (obt.) 460.3 (MH) + . 
Example 64 
g 2 N v 




6-Acetamido-N-(2-amino-5-(thiophen-2-yl)phenyl)pyridine-3-carboxamide (235) 
Scheme 47 

1. NaH, BOP, Pyridine, 
— v Vno, 



2. SnCI 2 .H 2 0, NH 4 OAc, 
THF, DMF, MeOH 




235: Example 64 

Step 1: 6-Acetamidopyridine-3-carboxylic acid (234) 

[0446] To a stirred solution of 233 (2g, 14.48 mmol) in pyridine (60 mL) was added acetic 
anhydride (1.62 mL, 15.93 mmol). The reaction mixture was heated to 130°C in a sealed vessel, 
stirred for 16 hours, concentrated under reduced pressure to 30 mL and cooled to 0 °C. The 
resulting precipitate was filtered, washed with cold pyridine and water, and dried. This afforded 234 
as a white solid (1.85 g, 71% yield). ^-NMR (DMSO) 8: 10.82 (s, 1H), 8.77 (dd, J=2.2, 0.8 Hz, 1H), 
8.20 (dd, J=8.7, 2.2 Hz, 1H), 8.14 (d, J=8.7 Hz, 1H), 2.12 (s, 3H). 
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Steps 2-3: 6-Acetamido-N-(2-amino-5-(thiophen-2-yl)phenyl)pyridine-3-carboxamide (235) 
[0447] Following the procedures described in Example 1, steps 3 and 4 (with DMF as a co- 
solvent), but substituting acid 4 for the acid 234, the title compound 235 was obtained as a yellow 
solid (20 mg, 9 % yield). X H NMR: (DMSO) 8 10.79 (br s, 1H), 9.75 (br s, 1H), 8.90 (s, 1H), 8.31 (d, 
J=9.4 Hz, 1H), 8.15 (d, J=8.5 Hz, 1H), 7.42 (s, 1H), 7.33 (m, 1H), 7.28 (d, J=8.5 Hz, 1H), 7.22 (s, 
1H), 7.02 (m, 1H), 6.78 (d, J=8.0 Hz, 1H), 5.20 (br s, 2H), 2.13 (s, 3H) 



Example 65a 




N-(2-amino-5-(thiophen-2-yl)phenyl)quinoxaline-6-carboxamide (238a) 
Scheme 48 

1. LiOH.THF, H 2 0 
2. NaH, BOP, Pyridine, 




238a: Example 65a 
238b: Example 65b 
238c: Example 65c 



Step 1: Methyl quinoxaline-6-carboxylate (237a) 

[0448] To a stirred solution of 3,4-diamino-benzoic acid methyl ester (236, 2 g, 12.03 mmol) in 
isopropanol (50 mL) was added oxaldehyde as a 40% solution in water (13.23 mmol, 1.52 mL). The 
reaction mixture was heated at 80°C for 2 hours, the solvent was removed under reduced pressure 
and the residue was dried under vacuum to yield 237a as a yellow solid (2.09 g, 93% yield). X H 
NMR: (DMSO) 8 9.01 (s, 2H), 8.54 (d, J=1.6 Hz, 1H), 8.23 (dd, J=8.6, 2.0 Hz, 1H), 8.14 (dd, J=8.6, 
0.6 Hz, 1H), 3.35 (s, 3H). 



10/574,088 
Substitute specification 



329 



Steps 2-4: N-(2-Amino-5-(thiophen-2-yl)phenyl)quinoxaline-6-carboxamide (238a) 
[0449] Following the same procedure as described in Example 4 step 3 and then the procedures 
described in Example 1, steps 3 and 4, (with DMF as a co-solvent), the title compound 238a was 
obtained as an orange solid in 26% yield (over the 3 steps). X H NMR: (DMSO) 8 10.09 (br s, 1H), 
9.04 (dd, J=6.7, 1.8 Hz, 2H), 8.79 (d, J=1.8 Hz, 1H), 8.37 (dd, J=8.9, 2.0 Hz, 1H), 8.20 (d, J=8.6 
Hz, 1H), 7.51 (d, J=2.2 Hz, 1H), 7.34 (dd, J=4.9, 1.0 Hz, 1H), 7.30 (dd, J=2.1, 8.1 Hz, 1H), 7.24 
(dd, J=3.5, 1.2 Hz, 1H), 7.04 (dd, J=4.9, 3.5 Hz, 1H), 6.81 (d, J=8.2 Hz, 1H), 5.28 (br s, 2H). 



NH 2 

N-(2-Amino-5-(thiophen-2-yl)phenyl)-2,3-di(furan-2-yl)quinoxaline-6-carboxamide (238b) 

Steps 1-4: N-(2-Amino-5-(thiophen-2-yl)phenyl)-2,3-di(furan-2-yl)quinoxaline-6-carboxamide 
(238b) 

[0450] Following the same procedures as described in Example 65a but substituting in the step 
1 oxaldehyde with 1 ,2-di(furan-2-yl)ethane-l ,2-dione, the title compound 238b was obtained as an 
yellow solid in 28% yield (over the four steps). *H NMR: (CD 3 OD) 8 8.56 (s, 1H), 8.21 (d, J=8.6 Hz, 
1H), 8.03 (d, J=8.8 Hz, 1H), 7.63 (s, 2H), 7.45 (d, J=1.7 Hz, 1H), 7.27 (d, J=8.4 Hz, 1H), 7.13 - 
7.12 (m, 2H), 6.90 (t, J=4.1 Hz, 1H), 6.83 (d, J=8.4 Hz, 1H), 6.69 (t, J=3.9 Hz, 2H), 6.55 - 6.56 (m, 
2H). 



NH 2 

N-(2-Amino-5-(thiophen-2-yl)phenyl)-2,3-di(thiophen-2-yl)quinoxaline-6-carboxamide 

(238c) 



Example 65b 




Example 65c 
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Steps 1-4: N-(2-Amino-5-(thiophen-2-yl)phenyl)-2,3-di(thiophen-2-yl)quinoxaline-6- 
carboxamide (238c) 

[0451] Following the same procedure as described in Example 65a but substituting in the step 1 
oxaldehyde with l,2-di(thiophen-2-yl)ethane-l,2-dione, the title compound 65c was obtained as an 
yellow solid in 25% yield (over the four steps). : H NMR: (DMSO) 8 10.09 (s, 1H), 8.75 (d, J=1.8 Hz, 
1H), 8.32 (dd, J=8.6, 2.0 Hz, 1H), 8.12 (d, J=8.6 Hz, 1H), 7.84 - 7.82 (m, 2H), 7.52 (d, J=2.0 Hz, 
1H), 7.35 - 7.24 (m, 5H), 7.14 - 7.1 1 (m, 2H), 7.03 (dd, J=5.0, 3.5 Hz, 1H), 6.81 (d, J=8.4 Hz, 1H), 
5.29 (s, 2H). 

Example 66 

g 2 N. 




N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(morpholinomethyl)benzamide (242) 
Scheme 49 

a) (COCI) 2 , DCM 

b) pyridine, NaH, 




242: Example 66 241 

Step 1: 4-(Morpholinomethyl)benzoic acid (240) 

[0452] To a stirred solution of 4-bromomethyl-benzoic acid (239, 1.5 g, 6.78 mmol) in THF (15 
ml_) was added morpholine (0.61 ml_, 6.78 mmol). The reaction mixture was allowed to stir for 10 
minutes before the resulting white precipitate was filtered off and discarded. The filtrate was 
evaporated under reduced pressure and the remaining solid was dried under vacuum to afford the 
title compound 240 as a white solid (1.15 g, 75 % yield). *H NMR: (DMSO) 8 7.89 - 7.86 (m, 2H), 
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7.52 (d. J=8.4 Hz, 1H), 7.41 (d, J=8.0 Hz, 1H), 4.12 (s, 2H), 3.75 - 3.72 (m, 1H), 3.56 - 3.58 (m, 
4H), 3.10 - 3.07 (m, 1H), 2.45 - 2.35 (m, 2H). 



Step 2: 4-(Morpholinomethyl)-N-(2-nitro-5-(thiophen-2-yl)phenyl)benzamide (241) 
[0453] To a stirred solution of 240 (221 mg, 1.0 mmol) in DCM (10 ml_) was added oxalyl 
chloride (2M, 0.5 ml_, 1.0 mmol) and DMF (1 drop). The resulting solution was stirred for 20 minutes. 
The DCM was removed under reduced pressure and pyridine was added (10 mL), followed by 2-nitro- 
5-thiophen-2-yl-aniline (3, 220 mg, 1.0 mmol), and NaH (160 mg, 4.0 mmol). The reaction mixture 
was stirred for 1 hour before being quenched with acetic acid (2.0 mL). The pyridine was removed 
under reduced pressure and the residue was purified by flash chromatography on silica gel, eluent 
EtOAc-hexanes (4:1), to afford the title compound 241 as an orange solid (75 mg, 18% yield). 

Step 3: N-(2-amino-5-(thiophen-2-yl)phenyl)-4-(morpholinomethyl)benzamide (242) 
[0454] Following the same procedure as described in Example 1, step 4, and the title compound 
242 was obtained as beige solid in 59% yield. l H NMR: (CDCI 3 ) 8 8.61 - 8.59 (m, 1H), 8.02 (br s, 
1H), 7.86 (d, J=8.0 Hz, 2H), 7.53 (br s, 1H), 7.44 (d, J=8.0 Hz, 2H), 7.33 (dd, J=8.2, 2.2 Hz, 1H), 
7.30 - 7.26 (m, 1H), 7.17 (dd, J=5.1, 1.2 Hz, 1H), 7.15 - 7.14 (m, 1H), 7.01 (dd, J=5.1, 3.5 Hz, 
1H), 6.82 (d, J=8.2 Hz, 1H), 3.73 (t, J=4.7 Hz, 4H), 3.57 (s, 2H), 2.47 (t, J=4.3 Hz, 4H). 



N-(2-amino-5-(thiophen-2-yl)phenyl)-5-bromobenzofuran-2-carboxamide (245a) 



Example 67a 
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Scheme 50 



R 1 O 

,2 ix h 



K 2 C0 3 , DMF, 80°C R _. 



Rl 



1. LiOH.THF, H 2 0 
2 (a). NaH, BOP, pyridine, 
2-nitro-5-thiophen-2-yl-aniline (3) 
or (b)(i)(COCI) 2 , DCM 
(ii) pyridine, NaH, 
2-nitro-5-thiophen-2-yl-aniline (3) 



a: R^H, R 2 =Br, R 3 =H 

b: R 1= H, R 2 =OMe, R 3 =OMe 

c: R^H, R 2 =F, R 3 =H 

d: R^CI, R 2 =H, R 3 =CI 

e: R^OMe, R 2 =H, R 3 =OMe 

f: R^H, R 2 =H, R 3 =NEt 2 



3. SnCI 2 H 2 0, NH 4 OAc, 
THF, DMF, MeOH 




MeO^^OH 



245a: Example 67a 
245b: Example 67b 
245c: Example 67c 
245d: Example 67d 
245e: Example 67e 
245f: Example 67f 



Step 1 : Methyl 5-bromobenzofuran-2-carboxylate (244a) 

[0455] To a stirred solution of 5-bromo-2-hydroxybenzaldehyde (14a, 1.5g, 7.46 mmol) in DMF 
(20 mL), was added methyl bromoacetate (8.21 mmol, 0.78 mL) and potassium carbonate (4.12 g, 
29.84 mmol). The reaction mixture was heated at 80° and stirred for 15 hours, quenched with water 
(100 mL) and extracted with ethyl acetate (2x50 mL). The organic phase was dried with sodium 
sulfate, concentrated and the residue was purified by flash chromatography on silica gel, eluent 
hexanes-EtOAc (9:1). This afforded 244a as a white solid (650 mg, 35% yield). X H NMR: (DMSO) 8 
8.01 - 8.00 (m, 1H), 7.73 - 7.70 (m, 2H), 7.66 - 7.63 (m, 1H), 3.89 (s, 3H). 

Steps 2-4: N-(2-Amino-5-(thiophen-2-yl)phenyl)-5-bromobenzofuran-2-carboxamide (245a) 
[0456] Following the same procedure as described in Example 4 step 3 and then the procedures 
described in Example 66 step 2, and Example 1 step 3 and 4 (with DMF as a co-solvent), the title 
compound 245a was obtained as an orange solid in 13% yield (over the three steps). X H NMR: 
(DMSO) 8 10.01 (s, 1H), 8.05 (d, J=1.6 Hz, 1H), 7.69 - 7.67 (m, 2H), 7.61 (dd, J=8.8, 2.0 Hz, 1H), 
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7.44 (d, J=2.2 Hz, 1H), 7.34 (dd, J=5.1, 1.2 Hz, 1H), 7.30 (dd, J=8.4, 2.2 Hz, 1H), 7.23 (dd, 
J=3.6, 1.2 Hz, 1H), 7.02 (dd, J=4.9, 3.6 Hz, 1H), 6.79 (d, J=8.4 Hz, 1H), 5.24 (s, 2H). 

Example 67b 
H 2 N 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-5,6-dimethoxybenzofuran-2-carboxamide (245b) 
Step 1: 2-Hydroxy-4,5-dimethoxybenzaldehyde (243b) 

[0457] To a stirred solution of 2-(benzyloxy)-4,5-dimethoxybenzaldehyde (246, 5.05 g, 18.6 
mmol) in ethyl acetate (100 mL) was added 10% palladium on charcoal (250 mg). The flask was 
purged with hydrogen and then the reaction mixture was stirred under a hydrogen atmosphere (1 
atm) for 15 hours, filtered through a celite pad, the filtrate was evaporated under reduced pressure, 
and the resulting solid dried under vacuum to afford 243b as a white solid (3.3 g, 98% yield). X H 
NMR: (DMSO) 8 11.39 (s, 1H), 9.68 (s, 1H), 6.90 (d, J=2.5 Hz, 1H), 6.47 (s, 1H), 3.94 (s, 3H), 3.89 
(s, 3H). 

Steps 2 - 5: N-(2-Amino-5-(thiophen-2-yl)phenyl)-5,6-dimethoxybenzofuran-2-carboxamide 
(245b) 

[0458] The title compound 245b was obtained as a light yellow solid in 9.1% yield (over four 
steps) following the same procedures as described in Example 67, but starting from 2-hydroxy-4,5- 
dimethoxybenzaldehyde (243b) instead of 243a, via the intermediate 244b. X H NMR: (DMSO) 8 
9.77 (s, 1H), 7.64 (s, 1H), 7.51 (d, J=2.1 Hz, 1H), 7.37 (dd, J=5.1, 1.2 Hz, 1H), 7.33 (d, J=2.2 Hz, 
1H), 7.31 - 7.30 (m, 2H), 7.26 (dd, J=3.7, 1.2 Hz, 1H), 7.06 (dd, J=5.1, 3.5 Hz, 1H), 6.83 (d, J=8.5 
Hz, 1H), 5.22 (s, 2H), 3.88 (s, 3H), 3.85 (s, 3H). 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-5-fluorobenzofuran-2-carboxamide (245c) 




Example 67c 
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Steps 1-4: N-(2-Amino-5-(thiophen-2-yl)phenyl)-5-fluorobenzofuran-2-carboxamide (245c) 
[0459] The title compound 245c was obtained as a light yellow solid in 5.6% yield (over four 
steps) following the same procedures as described in Example 67, but starting from 5-fluoro-2- 
hydroxybenzaldehyde (243c) instead of 243a, via the intermediate 244c. X H NMR: (DMSO) 8 9.98 
(s, 1H), 7.75 - 7.71 (m, 2H), 7.63 (dd, J=9.0, 2.8 Hz, 1H), 7.44 (d, J=2.0 Hz, 1H), 7.36 - 7.29 (m, 
3H), 7.23 (dd, J=3.5, 1.1 Hz, 1H), 7.03 (dd, J=5.1, 3.7 Hz, 1H), 6.79 (d, J=8.4 Hz, 1H), 5.24 (s, 
2H). 



N-(2-amino-5-(thiophen-2-yl)phenyl)-4,6-dichlorobenzofuran-2-carboxamide (245d) 

Steps 1-4: N-(2-amino-5-(thiophen-2-yl)phenyl)-4,6-dichlorobenzofuran-2-carboxamide 
(245d) 

[0460] The title compound 245d was obtained as a light yellow solid in 5.9% yield (over four 
steps) following the same procedures as described in Example 67, but starting from 2,4-dichloro-6- 
hydroxybenzaldehyde (243d) instead of 243a, via the intermediate 244d. X H NMR: (DMSO) 5 10.04 
(s, 1H), 7.95 (dd, J=1.6, 1.0 Hz, 1H), 7.85 (s, 1H), 7.63 (d, J=1.6 Hz, 1H), 7.43 (d, J=2.2 Hz, 1H), 
7.34 (dd, J=5.1, 1.2 Hz, 1H), 7.30 (dd, J=8.4, 2.3 Hz, 1H), 7.23 (dd, J=3.5, 1.2 Hz, 1H), 7.03 (dd, 
J=5.1, 3.5 Hz, 1H), 6.78 (d, J=8.3 Hz, 1H), 5.28 (s, 2H). 



N-(2-amino-5-(thiophen-2-yl)phenyl)-4,6-dimethoxybenzofuran-2-carboxamide (245e) 



Example 67d 




Example 67e 
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Steps 1-4: N-(2-amino-5-(thiophen-2-yl)phenyl)-4,6-dimethoxybenzofuran-2-carboxamide 
(245e) 

[0461] The title compound 245e was obtained as a light yellow solid in 4.8% yield (over four 
steps) following the same procedures as described in Example 67, but starting from 2-hydroxy-4,6- 
dimethoxybenzaldehyde (243e) instead of 243a, via the intermediate 244e. X H NMR: (DMSO) 8 
9.68 (s, 1H), 7.64 (s, 1H), 7.46 (d, J=2.0 Hz, 1H), 7.32 (d, J=1.0 Hz, 1H), 7.27 (dd, J=8.2, 2.1 Hz, 
1H), 7.22 (dd, J=3.5, 1.0 Hz, 1H), 7.02 (dd, J=4.9, 3.5 Hz, 1H), 6.84 (s, 1H), 6.78 (d, J=8.4 Hz, 
1H), 6.47 (d, J=1.7 Hz, 1H), 5.20 (s, 2H), 3.90 (s, 3H), 3.83 (s, 3H). 



N-(2-amino-5-(thiophen-2-yl)phenyl)-6-(diethylamino)benzofuran-2-carboxamide (245f) 

Steps 1-4: N-(2-amino-5-(thiophen-2-yl)phenyl)-6-(diethylamino)benzofuran-2-carboxamide 
(245f) 

[0462] The title compound 245f was obtained as a light yellow solid in 18.1% yield (over four 
steps) following the same procedures as described in Example 67, but starting from 4- 
(diethylamino)-2-hydroxybenzaldehyde (243f), instead of 243a via the intermediate 244f. X H NMR: 
(DMSO) 8 9.60 (s, 1H), 7.51 - 7.49 (m, 3H), 7.33 (dd, J=5.1, 1.2 Hz, 1H), 7.27 (dd, J=8.2, 2.1 Hz, 
1H), 7.22 (dd, J=3.5, 1.2 Hz, 1H), 7.02 (dd, J=5.0, 3.5 Hz, 1H), 6.80 - 6.76 (m, 3H), 5.17 (s, 2H), 
3.40 (q, J=6.8 Hz, 4H), 1.13 (t, J=7.0 Hz, 6H). 



2-Acetamido-N-(2-amino-5-(thiophen-2-yl)phenyl)pyrimidine-5-carboxamide (250) 



Example 67f 




Example 68 




H 
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Scheme 51 



AT' 



Ac 2 0, pyridine, 110°C 



Me' 





247 



248 



249 



SnCI 2 H 2 0, NH 4 OAc 
THF, DMF, MeOH 



Me' 




250: Example 68 



Step 1: N-(5-lodopyrimidin-2-yl)acetamide (248) 

[0463] 5-lodo-pyrimidin-2-ylamine (17, 1.1 g, 4.98 mmol) and acetic anhydride (14.94 mmol, 
1.41 mL) were dissolved in pyridine (20 mL) and stirred at 110°C for 48 hours. The reaction mixture 
was cooled and quenched with water (50 mL). Ethyl acetate (100 mL) was added and the resulting 
white precipitate was collected by filtration to afford title compound 248 as a white solid (300 mg, 
23% yield). X H NMR: (DMSO) 8 10.67 (s, 1H), 8.85 (s, 2H), 2.18 (s, 3H). 

Step 2: 2-Acetamido-N-(2-nitro-5-(thiophen-2-yl)phenyl)pyrimidine-5-carboxamide (249) 
[0464] To a stirred solution of 248 (265 mg, 1.01 mmol) and Pd(PPh 3 ) 2 CI 2 (35 mg, 0.05 mmol) 
in DMF (4 mL) was added 2-nitro-5-thiophen-2-yl-aniline (3, 288 mg, 1.3 mmol) and triethylamine (1.5 
mmol, 0.2 mL). The solution was purged with carbon monoxide and pressurized to 65 psi before 
being heated at 65°C with stirring for 15 hours. The solution was cooled and diluted with ethyl 
acetate (20 mL). The resulting yellow precipitate was collected by filtration to afford 249 as a yellow 
solid (145 mg, 40% yield). X H NMR: (DMSO) 8 11.02 (s, 1H), 10.97 (s, 1H), 9.15 (s, 2H), 8.10 (d, 
J=8.6 Hz, 1H), 8.03 (d, J=2.0 Hz, 1H), 7.80 - 7.76 (m, 3H), 7.26 (dd, J=4.9, 3.7 Hz, 1H), 2.28 (s, 



3H). 
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Step 3: 2-Acetamido-N-(2-amino-5-(thiophen-2-yl)phenyl)pyrimidine-5-carboxamide (250) 
[0465] Following the same procedure as described in Example 1, step 4, (with DMF as a co- 
solvent), the title compound 250 was obtained as a yellow solid in 32% yield. X H NMR: (DMSO) 8 
10.90 (s, 1H), 9.87 (s, 1H), 9.16 (s, 2H), 7.47 (d, J=2.2 Hz, 1H), 7.36 (dd, J=5.1, 1.2 Hz, 1H), 7.32 
(dd, J=8.4, 2.2 Hz, 1H), 7.25 (dd, J=3.5, 1.1 Hz, 1H), 7.05 (dd, J=5.1, 3.7 Hz, 1H), 6.81 (d, J=8.4 
Hz, 1H), 5.33 (brs, 2H), 2.26 (s, 3H). 

Example 69a 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(3,5-dimethyl-lH-pyrazol-l-yl)benzamide (253a) 
Scheme 52 




o o 



1. (a) NaH, BOP, Pyridine, 
2-nitro-5-thiophen-2-yl-anil ine (3) 
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253a: Example 69a 
253b: Example 69b 



Step 1: 4-(3,5-Dimethyl-lH-pyrazol-l-yl)benzoic acid (252a) 

[0466] 4-Hydrazinylbenzoic acid (251a, 2 g, 13.2 mmol) and pentane-2,4-dione (1.35 ml_, 13.2 
mmol) were dissolved in isopropanol (40 mL) and refluxed for 15 hours. The solvent was removed 
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under reduced pressure to afford 252a as a white solid (2.85 g, 99% yield). X H NMR: (DMSO) 8 8.04 
(d, J=8.6 Hz, 2H), 7.66 (d, J=8.8 Hz, 2H), 6.14 (s, 1H), 2.39 (s, 3H), 2.22 (s, 3H). 

Steps 2-3: N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(3,5-dimethyl-lH-pyrazol-l- 
yl)benzamide (253a) 

[0467] Starting from the acid 252a and following the same procedures as described in Example 
66 step 2, and Example 1 step 4, (with DMF as a co-solvent), the title compound 253a was obtained 
as a white solid in 14% yield (over two steps). : H NMR: (DMSO) 8 9.81 (s, 1H), 8.09 (d, J=8.4 Hz, 
2H), 7.64 (d, J=8.6 Hz, 2H), 7.46 (d, J=2.0 Hz, 1H), 7.33 (dd, J=5.1, 1.2 Hz, 1H), 7.28 (dd, J=8.2, 
2.2 Hz, 1H), 7.23 (dd, J=3.5, 1.0 Hz, 1H), 7.03 (dd, J=5.1, 3.5 Hz, 1H), 6.80 (d, J=8.3 Hz, 1H), 
6.12 (s, 1H), 5.19 (s, 2H), 2.38 (s, 3H), 2.20 (s, 3H). 



Example 69b 




NH 2 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(2,5-dimethyl-lH-pyrrol-l-yl)benzamide (253b) 
Step 1: 4-(3,5-Dimethyl-lH-pyrazol-l-yl)benzoic acid (252b) 

[0468] 4-Aminobenzoic acid (251b, 1.5 g, 10.9 mmol) and hexane-2,5-dione (1.28 ml_, 10.9 
mmol) were dissolved in isopropanol (40 mL) and refluxed for 15 hours. The solvent was removed 
under reduced pressure to afford 252b as a white solid (2.35 g, 99% yield). X H NMR: (DMSO) 8 8.02 
(d, J=8.6 Hz, 2H), 7.36 (d, J=8.6 Hz, 2H), 5.81 (s, 2H), 1.98 (s, 6H). 

Steps 2 3: N-(2-Amino-5-(thiophen-2-yl)phenyI)-4-(2,5-dimethyl-lH-pyrrol-l-yl)benzamide 
(253b) 

[0469] Starting from the acid 252b and following the same procedures as described in Example 
66 step 2, and Example 1 step 4, (with DMF as a co-solvent), the title compound 253b was obtained 
as beige solid in 28% yield over two steps. : H NMR: (DMSO) 8 9.85 (s, 1H), 8.14 (d, J=8.4 Hz, 2H), 
7.49 (d, J=2.0 Hz, 1H), 7.44 (d, J=8.4 Hz, 2H), 7.37 (dd, J=5.1, 1.2 Hz, 1H), 7.32 (dd, J=8.5, 2.4 
Hz, 1H), 7.26 (dd, J=3.6, 1.0 Hz, 1H), 7.07 (dd, J=5.1, 3.5 Hz, 1H), 6.83 (d, J=8.4 Hz, 1H), 5.86 
(s, 2H), 5.24 (s, 2H), 2.05 (s, 6H). 
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Example 70a 




N-(2-amino-5-(thiophen-2-yl)phenyl)benzo[d][l,3]dioxole-5-carboxamide (256a) 
Scheme 53 
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256a: Example 70a 
256b: Example 70b 
256c: Example 70c 



Step 1: Benzo[d][l,3]dioxole-5-carboxylic acid (255a) 

[0470] To a stirred solution of benzo[d][l,3]dioxole-5-carbaldehyde (254a, 2 g, 13.3 mmol), 
Na 2 H 2 P0 4 (6.38 g, 53.2 mmol), and 2-methyl-2-butene (9.85 ml_, 93.1 mmol) in t-BuOH (41 mL) and 
water (17 mL) was added sodium chlorite (7.19 g, 79.9 mmol). The resulting reaction mixture was 
stirred for 2 hours at room temperature. Water (100 mL) and 1M HCI (25 mL) were added and the 
mixture was extracted with EtOAc (2 x 50 mL). The organic phase was separated, dried with sodium 
sulfate and evaporated under reduced pressure. The resulting solid was triturated with EtOAc (20 
mL) to yield the title compound 255a as a white solid (1.9 g, 86% yield). l H NMR: (DMSO) 8 12.72 
(br s, 1H), 7.53 - 7.50 (m, 1H), 7.34 - 7.32 (m, 1H), 6.99 - 6.95 (m, 1H), 6.10 (s, 2H). 

Steps 2-3: N-(2-Amino-5-(thiophen-2-yl)phenyl)benzo[d][l,3]dioxole-5-carboxamide 
(256a) 

[0471] Following the same procedures as described in Example 1, steps 3 and 4, (with DMF as a 
co-solvent), the title compound 256a was obtained as a light orange solid in 22% yield (over two 
steps). X H NMR: (DMSO) 8 9.59 (s, 1H), 7.60 (dd, J=8.0, 1.6 Hz, 1H), 7.55 (d, J=1.6 Hz, 1H), 7.43 
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(d, J=2.2 Hz, 1H), 7.35 (dd, J=4.9, 0.6 Hz, 1H), 7.29 (dd, J=8.2, 2.2 Hz, 1H), 7.24 (dd, J=3.7, 1.0 
Hz, 1H), 7.06 - 7.04 (m, 2H), 6.79 (d, J=8.2 Hz, 1H), 6.13 (s, 2H), 5.15 (br s, 2H). 

Example 70b 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-2,3-dihydrobenzo[b][l,4]dioxine-6-carboxamide 



Steps 1 -3: N-(2-Amino-5-(thiophen-2-yl)phenyl)-2,3-dihydrobenzo[b][l,4]dioxine-6- 
carboxamide (256b) 

[0472] Following the same procedures as described in Example 70a step 1 and Example 1, 
steps 3 and 4, (with DMF as a co-solvent), the title compound 256b was obtained as an orange solid 
in 38% yield (over three steps). *H NMR: (DMSO) 8 9.57 (s, 1H), 7.54 (d, J=2.1 Hz, 1H), 7.51 (dd, 
J=8.4, 2.1 Hz, 1H), 7.42 (d, J=2.1 Hz, 1H), 7.33 (dd, J=5.1, 1.2 Hz, 1H), 7.26 (dd, J=8.4, 2.3 Hz, 
1H), 7.22 (dd, J=3.5, 1.2 Hz, 1H), 7.02 (dd, J=5.1, 3.5 Hz, 1H), 6.95 (d, J=8.2 Hz, 1H), 6.79 (d, 
J=8.4 Hz, 1H), 5.11 (s, 2H), 4.31 - 4.28 (m, 4H). 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-7-methoxybenzo[d] [1 ,3]dioxole-5-carboxamide (256c) 

Steps 1 -3: N-(2-amino-5-(thiophen-2-yl)phenyl)-7-methoxybenzo[d][l,3]dioxole-5- 
carboxamide (256c) 

[0473] Following the same procedures as described in Example 70a step 1 and Example 1, 
steps 3 and 4, (with DMF as a co-solvent), the title compound 256c was obtained as an orange solid 
in 20% yield (over three steps). X H NMR: (DMSO) 8 9.60 (s, 1H), 7.41 (d, J=2.2 Hz, 1H), 7.36 (d, 
J=1.4 Hz, 1H), 7.34 (dd, J=5.2, 1.2 Hz, 1H), 7.30 - 7.26 (m, 2H), 7.23 (dd, J=3.6, 1.2 Hz, 1H), 
7.04 (dd, J=4.9, 3.5 Hz, 1H), 6.79 (d, J=8.4 Hz, 1H), 6.10 (s, 2H), 5.14 (br s, 2H), 3.91 (s, 3H). 




(256b) 



Example 70c 
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Example 71a 




N-(2-Amino-5-(thiophen-2-yl)phenyl)-3,4-dimethoxybenzamide (258a) 
Scheme 54 
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Steps 1 - 2: N-(2-Amino-5-(thiophen-2-yl)phenyl)-3,4-dimethoxybenzamide (258a) 
[0474] Following the same procedures as described in Example 1, steps 3 and 4, (with DMF as a 
co-solvent), but substituting compound 4 with compound 257a, the title compound 258a was 
obtained as a beige solid in 56% yield. l H NMR: (DMSO) 8 9.64 (s, 1H), 7.63 (dd, J=8.2, 2.0 Hz, 1H), 
7.57 (d, J=2.2 Hz, 1H), 7.42 (d, J=2.2 Hz, 1H), 7.33 (dd, J=5.1, 1.2 Hz, 1H), 7.28 (dd, J=8.3, 2.3 
Hz, 1H), 7.23 (dd, J=3.5, 1.2 Hz, 1H), 7.05 (d, J=8.6 Hz, 1H), 7.02 (dd, J=5.1, 3.6 Hz, 1H), 6.79 
(d, J=8.3 Hz, 1H), 5.12 (br s, 2H), 3.83 (s, 3H), 3.82 (s, 3H). 
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Example 71b 




,NH 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-lH-benzo[d][l,2,3]triazole-5-carboxamide (258b) 

Steps 1-2: N-(2-Amino-5-(thiophen-2-yl)phenyl)-lH-benzo[d][l,2,3]triazole-5-carboxamide 
(28b) 

[0475] Following the same procedures as described in Example 1, steps 3 and 4, (with DMF as a 
co-solvent), but substituting compound 4 with compound 257b, the title compound 258b was 
obtained as an orange solid in 16% yield (over two steps). X H NMR: (DMSO) 8 9.90 (s, 1H), 8.66 (s, 
1H), 8.05 (d, J=9.8 Hz, 1H), 7.96 (d, J=8.6 Hz, 1H), 7.49 (d, J=2.0 Hz, 1H), 7.33 (dd, J=5.1, 1.2 
Hz, 1H), 7.30 (dd, J=8.2, 2.2 Hz, 1H), 7.23 (dd, J=3.5, 1.1 Hz, 1H), 7.03 (dd, J=5.0, 3.7 Hz, 1H) 
6.81 (d, J=8.4 Hz, 1H), 5.23 (br s, 2H). 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-2-(pyridin-4-yl)thiazole-4-carboxamide (258c) 
Steps 1 - 2: N-(2-Amino-5-(thiophen-2-yl)phenyl)-2-(pyridin-4-yl)thiazole-4-carboxamide 
(258c) 

[0476] Following the same procedures as described in Example 1, steps 3 and 4, (with DMF as a 
co-solvent), but substituting compound 4 with compound 257c, the title compound 258c was 
obtained as an off white solid in 28% yield (over two steps). X H NMR: (DMSO) 8 9.94 (s, 1H), 8.78 (m, 
3H), 8.11 (dd, J=4.3, 1.6 Hz, 2H), 7.64 (d, J=2.2 Hz, 1H), 7.38 (dd, J=5.1, 1.0 Hz, 1H), 7.33 (dd, 
J=8.2, 2.1 Hz, 1H), 7.28 (dd, J=3.7, 1.2 Hz, 1H), 7.07 (dd, J=5.1, 3.7 Hz, 1H), 6.86 (d, J=8.4 Hz, 
1H), 5.23 (s, 2H). 
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Example 71d 




N-(2-Amino-5-(thiophen-2-yl)phenyl)-lH-benzo[d]imidazole-5-carboxamide (28d) 

Steps 1-2: N-(2-amino-5-(thiophen-2-yl)phenyl)-lH-benzo[d]imidazole-5-carboxamide 
(258d) 

[0477] Following the same procedures as described in Example 1, steps 3 and 4, (with DMF as a 
co-solvent), but substituting compound 4 with compound 257d, the title compound 258d was 
obtained as a white solid in 29% yield (over two steps). X H NMR: (DMSO) 8 9.72 (s, 1H), 8.34 (s, 2H), 
7.87 - 7.85 (m, 2H), 7.48 (d, J=1.8 Hz, 1H), 7.34 (dd, J=5.1, 1.0 Hz, 1H), 7.28 (dd, J=8.1, 5.2 Hz, 
1H), 7.23 (dd, J=3.5, 1.2 Hz, 1H), 7.03 (dd, J=5.1, 3.6 Hz, 1H), 6.80 (d, J=8.4 Hz, 1H), 5.15 (s, 
2H). 



Steps 1 - 2: N-(2-Amino-5-(thiophen-2-yl)phenyl)-2-naphthamide (258e) 
[0478] Following the same procedures as described in Example 1, steps 3 and 4, (with DMF as a 
co-solvent), but substituting compound 4 with compound 257e, the title compound 258e was 
obtained as a yellow solid in 15% yield (over two steps). X H NMR: (DMSO) 8 9.90 (s, 1H), 8.62 (s, 
1H), 8.07 - 7.98 (m, 4H), 7.63 - 7.60 (m, 2H), 7.51 (d, J=2.1 Hz, 1H), 7.34 (dd, J=5.1, 1.2 Hz, 1H), 
7.30 (dd, J=8.4, 2.2 Hz, 1H), 7.24 (dd, J=3.5, 1.2 Hz, 1H), 7.04 (dd, J=5.1, 3.7 Hz, 1H), 6.81 (d, 
J=8.4Hz, 1H), 5.21 (s, 2H). 



Example 71e 




N-(2-amino-5-(thiophen-2-yl)phenyl)-2-naphthamide (258e) 
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Example 71f 



OH 




N-(2-amino-5-(thiophen-2-yl)phenyl)benzo[b]thiophene-2-carboxamide (258f) 

Steps 1 - 2: N-(2-Amino-5-(thiophen-2-yl)phenyl)benzo[b]thiophene-2-carboxamide (258f) 
[0479] Following the same procedures as described in Example 1, steps 3 and 4, (with DMF as a 
co-solvent), but substituting compound 4 with compound 257f, the title compound 258f was 
obtained as a brown solid in 12% yield (over two steps). X H NMR: (DMSO) 8 9.99 (s, 1H), 8.32 (s, 
1H), 8.03 (dd, J=8.4, 2.0 Hz, 1H), 7.97 (dd, J=6.6, 2.7 Hz, 1H), 7.49 - 7.43 (m, 3H), 7.33 (dd, 
J=5.0, 1.1 Hz, 1H), 7.30 (dd, J=8.2, 2.2 Hz, 1H), 7.24 (dd, J=3.6, 1.0 Hz, 1H), 7.03 (dd, J=5.2, 
3.7 Hz, 1H), 6.80 (d, J=8.4 Hz, 1H), 5.24 (s, 2H). 

Example 71g 




NHp 

N-(2-amino-5-(thiophen-2-yl)phenyl)-3,4-dihydro-2H-benzo[b][l,4]dioxepine-7- 
carboxamide (258g) 

Steps 1 -2: N-(2-Amino-5-(thiophen-2-yl)phenyl)-3,4-dihydro-2H-benzo[b][l,4]dioxepine-7- 
carboxamide (258g) 

[0480] Following the same procedures as described in Example 1, steps 3 and 4, (with DMF as a 
co-solvent), but substituting compound 4 with compound 257g, the title compound 258g was 
obtained as an orange solid in 15% yield (over two steps). X H NMR: (DMSO) 8 9.61 (s, 1H), 7.63 (d, 
J=2.2 Hz, 1H), 7.59 (dd, J=8.4, 2.2 Hz, 1H), 7.41 (d, J=2.0 Hz, 1H), 7.33 (d, J=5.1 Hz, 1H), 7.27 
(dd, J=8.2, 2.2 Hz, 1H), 7.22 (dd, J=3.5, 1.0 Hz, 1H), 7.06 - 7.01 (m, 2H), 6.78 (d, J=8.4 Hz, 1H), 
5.12 (br s, 2H), 4.22 - 4.17 (m, 4H), 2.16 (quintet, J=5.5 Hz, 2H). 



10/574,088 
Substitute specification 



345 




N-(2-Amino-5-(thiophen-2-yl)phenyl)-5-bromobenzo[b]thiophene-2-carboxamide (261a) 
Scheme 55 

1. LiOH.THF, H 2 0 
2(a). NaH, BOP, Pyridine, 
2-nitro-5-thiophen-2-yl-anil ine (3) 
or (b) (i)(COCI) 2 , DCM 
(ii) pyridine, NaH, 
2-nitro-5-thiophen-2-yl-anil ine (3) 



n^ SH 



K 2 CQ 3 , DMF, 60°C 




a: R 1 =Br, R 2 =H 

b: R 1 =OMe, R 2 =OMe 



261a: Example 72a 
261b: Example 72b 

Step 1: Methyl 5-bromobenzo[b]thiophene-2-carboxylate (260a) 
[0481] To a stirred solution of 259a (2 g, 9.90 mmol) in DMF (20 mL) was added methyl 
thioglycolate (10.9 mmol, 0.97 mL) and potassium carbonate (5.47 g, 39.6 mmol). The resulting 
mixture was stirred at 60°C for 15 hours. The DMF was removed under reduced pressure, water (50 
mL) was added and the mixture was extracted with ethyl acetate (2 x 40 mL). The organic phase was 
separated and dried with sodium sulfate, the solvent was removed under reduced pressure and the 
resulting solid was dried under vacuum. This afforded 260a as a white solid (1.3 g, 49% yield). X H 
NMR: (DMSO) 8 8.22 (d, J=2.0 Hz, 1H), 8.11 (s, 1H), 8.00 (d, J=8.0 Hz, 1H), 7.62 (dd, J=8.6, 2.0 
Hz, 1H), 3.88 (s, 3H). 
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Steps 2-4: N-(2-Amino-5-(thiophen-2-yl)phenyl)-5-bromobenzo[b]thiophene-2- 
carboxamide (261a) 

[0482] Following the same procedure as described in Example 4 step 3 and then the procedures 
described in Example 66 step 2, and Example 1 step 4, (with DMF as a co-solvent), the title 
compound 261a was obtained as a beige solid in 32% yield (over three steps). X H NMR: (DMSO) 8 
10.08 (s, 1H), 8.27 (s, 1H), 8.23 (d, J=1.8 Hz, 1H), 8.02 (d, J=8.6 Hz, 1H), 7.60 (dd, J=8.6, 2.0 
Hz, 1H), 7.43 (d, J=2.3 Hz, 1H), 7.34 (dd, J=5.0, 1.2 Hz, 1H), 7.30 (dd, J=8.2, 2.2 Hz, 1H), 7.24 
(dd, J=3.5, 1.2 Hz, 1H), 7.03 (dd, J=5.1, 3.5 Hz, 1H), 6.79 (d, J=8.2 Hz, 1H), 5.25 (s, 2H). 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-5,6-dimethoxybenzo[b]thiophene-2-carboxamide 



Steps 1-4: N-(2-Amino-5-(thiophen-2-yl)phenyl)-5,6-dimethoxybenzo[b]thiophene-2- 
carboxamide (261b) 

[0483] Following the same procedure as described in Example 72a step 1, but substituting 
compound 259a with compound 259b, then following the procedures described in Example 4 step 
3 and Example 1, steps 3 and 4, (with DMF as a co-solvent), the title compound 261b was obtained 
as a yellow solid in 20% yield (over four steps). L H NMR: (DMSO) 5 9.87 (s, 1H), 8.14 (s, 1H), 7.58 
(s, 1H), 7.44 (d, J=2.2 Hz, 1H), 7.41 (s, 1H), 7.34 (dd, J=5.1, 1.1 Hz, 1H), 7.29 (dd, J=8.4, 2.3 Hz, 
1H), 7.03 (dd, J=4.9, 3.5 Hz, 1H), 6.80 (d, J=8.4 Hz, 1H), 5.20 (s, 2H), 3.85 (s, 3H), 3.84 (s, 3H). 



N-(2-amino-5-(thiophen-2-yl)phenyl)-5-(pyridin-3-yl)benzo[b]thiophene-2-carboxamide 
(262) 



Example 72b 




(261b) 



Example 73 
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Scheme 56 
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262: Example 73 



Step 1 : N-(2-Amino-5-(thiophen-2-yl)phenyl)-5-(pyridin-3-yl)benzo[b]thiophene-2- 
carboxamide (262) 

[0484] To a stirred solution of 261a (120 mg, 0.26 mmol) and pyridin-3-yl-3-boronic acid (123 
mg, 0.34 mmol) in a 2:1 mixture of DME-water (9 mL), was added Pd(PPh 3 ) 4 (22 mg, 0.018 mmol), 
tri-o-toly phosphine (6 mg, 0.018 mmol) and potassium carbonate (109 mg, 0.79 mmol). The 
solution was degassed with N 2 for 5 minutes and then heated at 80 °C for 15 hours. Water (50 mL) 
was added and the mixture was extracted with ethyl acetate (2 x 40 mL). The organic layer was 
separated, dried with sodium sulfate and evaporated under reduced pressure. The residue was 
purified by flash chromatography on silica gel, eluent ethyl acetate. A subsequent trituration was 
performed with DCM for 15 minutes to yield 262 as a white solid (80 mg, 67% yield). *H NMR: 
(DMSO) 8 10.09 (s, 1H), 8.99 (dd, J=2.3, 0.8 Hz, 1H), 8.58 (dd, J=4.7, 1.6 Hz, 1H), 8.38 (s, 1H), 
8.33 (d, J=1.4Hz, 1H), 8.17 (ddd, J=9.6, 3.9, 1.8 Hz, 1H), 7.83 (dd, J=8.5, 1.8 Hz, 1H), 7.53 - 
7.50 (m, 2H), 7.46 (d, J=2.2 Hz, 1H), 7.34 (dd, J=5.1, 1.2 Hz, 1H), 7.31 (dd, J=8.2, 2.2 Hz, 1H), 
7.25 (dd, J=3.5, 1.2 Hz, 1H), 7.03 (dd, J=5.1, 3.7 Hz, 1H), 6.81 (d, J=8.4 Hz, 1H), 5.74 (s, 2H). 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-4H-benzo[d][l,3]dioxine-6-carboxamide (264) 



Example 74 
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Scheme 57 
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264: Example 74 



Step 1. 4H-Benzo[l,3]dioxine-6-carboxylic acid methyl ester (263) 

[0485] Title compound 263 was prepared starting from methyl 4-hydroxybenzoate according to 

the procedure described in Monatsh. Chem., 102; 1971; 946-950. 

Steps 2-4: N-(2-Amino-5-(thiophen-2-yl)phenyl)-4H-benzo[d][l,3]dioxine-6-carboxamide 
(264) 

[0486] Following the same procedure as described in Example 4 step 3, but substituting 
compound 21 with compound 263, then following the procedures described in Example 1, steps 3 
and 4, (with DMF as a co-solvent), the title compound 264 was obtained as an off white solid in 37% 
yield (over three steps). L H NMR: (DMSO) 8 9.60 (s, 1H), 7.82 (dd, J=8.6, 2.2 Hz, 1H), 7.74 (d, 
J=2.1 Hz, 1H), 7.41 (d, J=2.1 Hz, 1H), 7.33 (dd, J=5.1, 1.2 Hz, 1H), 7.26 (dd, J=8.4, 2.3 Hz, 1H), 
7.21 (dd, J=3.5, 1.2 Hz, 1H), 7.02 (dd, J=5.1, 3.8 Hz, 1H), 6.94 (d, J=8.6 Hz, 1H), 6.77 (d, J=8.4 
Hz, 1H), 5.32 (s, 2H), 5.11 (s, 2H), 4.94 (s, 2H). 



6-(2-Morpholinoethoxy)-N-(2-amino-5-(thiophen-2-yl)phenyl)benzofuran-2-carboxamide 
(269) 



Example 75 
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Scheme 58 
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269: Example 75 268 

Step 1 : Methyl 6-(benzyloxy)benzof uran-2-carboxylate (266) 

[0487] Following the same procedure as described in Example 67a step 1, but substituting 
compound 243a with compound 265, the title compound 266 was obtained as a white solid in 49% 
yield. X H NMR: (DMSO) 8 7.68 - 7.64 (m, 2H), 7.49 - 7.45 (m, 2H), 7.42 - 7.31 (m, 4H), 7.07 - 
7.04 (m, 1H), 5.18 (s, 2H), 3.85 (s, 2H). 

Step 2: Methyl 6-hydroxybenzofuran-2-carboxylate (267) 

[0488] To a stirred solution of 266 (1.2 g, 4.26 mmol) in methanol (20 ml_) was added 10% 
palladium on charcoal (250 mg). The flask was purged with hydrogen gas for 1 minute and then the 
reaction was stirred under a hydrogen atmosphere for 15 hours. The palladium was filtered through 
a celite pad, the filtrate was evaporated under reduced pressure, and the resulting solid dried under 
vacuum to afford 267 as a white solid (700 mg, 86%). X H NMR: (DMSO) 5 10.07 (s, 1H), 7.63 (s, 
1H), 7.56 (d, J=8.0 Hz, 1H), 6.98 (s, 1H), 6.84 (d, J=9.0 Hz, 1H), 3.84 (s, 3H). 

Step 3: Methyl 6-(2-morpholinoethoxy)benzofuran-2-carboxylate (268) 
[0489] To a stirred solution of 267 (650 mg, 3.39 mmol) in a 1:1 mixture of DMF-acetone (20 
mL) was added 4-(2-chloroethyl)morpholine (630 mg, 3.39 mmol) and potassium carbonate (937 mg, 
6.78 mmol). The reaction mixture was stirred at 60°C for 72 hours. The solvents were removed 
under reduced pressure and water (50 mL) was added to the residue. 2M Sodium carbonate solution 
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(20 mL) was added and the resultant solution was extracted with ethyl acetate (2 x 40 mL). The 
organic phase was separated, dried with sodium sulfate and the solvents removed under reduced 
pressure. The residue was purified by flash chromatography on silica gel, eluting with a gradient of 
1:1 ethyl acetate-hexanes, then ethyl acetate, then 9:1 ethyl acetate-methanol. This afforded 268 as 
a clear oil (760 mg, 73% yield). X H NMR: (DMSO) 8 7.67 - 7.63 (m, 2H), 7.32 (s, 1H), 6.98 (d, J=8.5 



Hz, 1H), 4.14 - 4.16 (m, 2H), 3.85 (s, 3H), 3.57 - 3.55 (m, 4H), 2.88 - 2.86 (m, 2H), 2.72 - 2.70 



Steps 4-6: 6-(2-Morpholinoethoxy)-N-(2-amino-5-(thiophen-2-yl)phenyl)benzofuran-2- 
carboxamide (269) 

[0490] Following the same procedure as described in Example 4 step 3, but substituting 
compound 21 with compound 268, then following the procedures described in Example 1, steps 3 
and 4, the title compound 269 was obtained as an off white solid in 1.3% yield (over three steps). ^ 
NMR: (DMSO) 8 7.21 (d, 1H), 7.14 (d, 2H), 6.95 (d, 1H), 6.84 - 6.79 (m, 3H), 6.62 - 6.57 (m, 2H), 
6.49 (d, 1H), 3.80 (m, 2H), 3.30 (m, 4H), 2.46 (m, 2H), 2.21 (m, 4H). 



(m, 4H). 



Example 76 




N-(2-Amino-5-(3H-l,2,3-triazol-4-yl)phenyl)-4-methoxybenzamide (273) 
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Scheme 59 




273: Example 76 272 

Step 1: 5-(2-(Trimethylsilyl)ethynyl)-2-nitrobenzenamine (270) 

[0491] Following a procedure described in Example 15, step 1 (scheme 13) but running the 
reaction at 80°C instead of the room temperature the title compound 270 was obtained in 68% 
yield. X H NMR: (400.2 MHz, CDCI 3 ) 8 (ppm): 8.06 (d, J=8.8 Hz; 1H); 6.92 (d, J=1.6 Hz; 1H); 6.76 
(dd, J=1.6, 8.8Hz; 1H); 5.70 (bs; 2H); 0.29 (s; 9H). MS: calc: 234.3; found: 235.1 (M+H). 

Step 2: 2-Nitro-5-(3H-l,2,3-triazol-4-yl)benzenamine (271) 

[0492] The cleavage of the trimethylsilyl group was achieved employing the same procedure as 
described in Example 4, step 3 (scheme 3) but substituting compound 21 for the compound 270. 
The crude product was used in the next cycloaddition step following the procedure described in 
Example 48, step 2 (scheme 26) but "using m-xylene instead of toluene as a solvent, to afford the 
title compound 271 (9% yield in two steps). MS: calc: 205.2; found: 206.1 (M+H) 

Step 3: 4-Methoxy-N-(2-nitro-5-(3H-l,2,3-triazol-4-yl)phenyl)benzamide (272) 
[0493] Following the same procedure described in Example 43, step 4 (scheme 31) but 
substituting compound 150 for compound 271, the title compound 272 was obtained as an oil and 
used in the next step without further purification. 



10/574,088 
Substitute specification 



352 



Step 4: N-(2-Amino-5-(3H-l,2,3-triazol-4-yl)phenyl)-4-methoxybenzamide (273) 
[0494] Following the same procedure as described in Example 48, step 3 (scheme 36) but 
substituting compound 171 for the compound 272 and using ethyl acetate as a solvent instead of 
methanol, the title compound 273 was obtained in 25% yield (over two steps). X H NMR: (400.2 MHz, 
DMSO) 8 (ppm): 9.62 (s, 1H); 8.08 (bs, 2H); 7.97 (d, J=8.5 Hz; 2H); 7.62 (s, 1H); 7.45 (d, J=8.2 Hz; 
1H); 7.03 (d, J=8.5 Hz; 2H); 6.82 (d, J=8.2 Hz; 1H); 5.11 (bs, 2H); 3.83 (s, 3H). MS: calc: 309.3; 
found: 310.1 (M+H) 

EXAMPLE 77 




N-(2-amino-5-(lH-tetrazol-5-yl)phenyl)-4-methoxybenzamide 277 
Scheme 60 

N0 2 




277: Example 77 276 

Step 1: 3-Amino-4-nitrobenzonitrile (274) 

[0495] A suspension of bromoarene 2 (801 mg; 3.7 mmol) and zinc cyanide (570mg; 4.85mmol; 
1.3eq.) in degassed dimethylformamide (15 mL) was stirred at room temperature under nitrogen in 
the dark for 45 min and then treated with tetrakis(triphenylphosphine) palladium(O) (310mg, 
1.6mmol). The mixture was stirred at 90°C for 18h; filtered through a celite pad, concentrated under 
reduced pressure and purified by flash chromatography on silica gel, eluent EtOAc-hexane (1:1) to 
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afford the title compound 274 (380 mg, 63% yield). : H NMR: (400.2 MHz, CDCI 3 ) 5 (ppm): 8.22 (d, 
J=8.6 Hz; 1H); 7.19 (d, J=1.8 Hz; 1H); 6.95 (dd, J=1.8, 8.6 Hz; 1H); 6.27 (bs; 2H). MS: calc: 
163.1; found: 164.1 (M+H) 

Step 2: 2-Nitro-5-(lH-tetrazol-5-yl)benzenamine (275) 

[0496] Following the procedure as described in Example 48, step 2 (scheme 36), but using m- 
xylene instead of toluene as a solvent, the title compound 275 was obtained in 79% yield. X H NMR: 
(400.2 MHz, CDCI 3 ) 8 (ppm): 8.21 (d, J=9.0 Hz; 1H); 7.74 (d, J=1.6 Hz; 1H); 7.50 (dd, J=1.6, 9.0 
Hz; 1H); 6.29 (bs; 2H). MS: calc: 206.2; found: 207.1 (M+H) 

Step 3: 4-Methoxy-N-(2-nitro-5-(lH-tetrazol-5-yl)phenyl)benzamide (276) 
[0497] Following the same procedure as described in Example 43, step 4 (scheme 31) but 
substituting compound 150 for compound 275, the title compound 276 was obtained as an oil and 
was taken to the next step without further purification. 

Step 4: N-(2-amino-5-(lH-tetrazol-5-yl)phenyl)-4-methoxybenzamide (277) 
[0498] Following the same procedure as described in Example 48, step 3 (scheme 36) but 
substituting compound 171 for the compound 276 the title compound 277 was obtained in 14% 
yield (over two steps). L H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.63 (s, 1H); 7.98 (d, J=8.8 Hz; 2H); 
7.81 (d, J= 2.0 Hz; 1H); 7.61 (dd; J=2.0, 8.4 Hz; 1H); 7.04 (d, J= 8.8 Hz; 2H); 6.85 (d, J= 8.4 Hz; 
1H); 3.85 (s, 3H). MS: calc: 310.3; found: 311.1 (M+H) 



Example 78 
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N-(2-amino-5-(thiophen-2-yl)phenyl)-l-methyl-lH-benzo[d]imidazole-5-carboxamide (283) 



Scheme 61 
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Step 1: 4-(Methylamino)-3-nitrobenzoic acid (279) 

[0499] A 40% solution of methylamine in water (11 ml_; 128mmol) (or any other primary amine) 
was slowly added to a stirring suspension of 4-f I uoro-3-n itrobe nzoic acid (278, 6.1g; 32.9mmol) in 
DMF (20mL) at room temperature. After the addition was completed the mixture was stirred at the 
same temperature for 60min; concentrated in vacuo, and suspended in 5% KHS0 4 (final pH=2). The 
suspension was stirred overnight; the precipitate was collected by filtration, washed with water, then 
with ether and dried to afford the title compound 279 (6.5g; 100% yield). X H NMR: (400.2 MHz, 
DMSO) 8 (ppm): 12.8 (bs; 1H). 8.59 (d, J= 2.0 Hz; 1H); 8.55 (q, J= 5.0 Hz; 1H); 7.96 (dd, J= 2.0, 
9.1 Hz; 1H); 7.04 (d, J= 9.1 Hz; 1H); 3.00 (d, J= 5.0 Hz; 3H). MS: calc: 196.2; found: 197.1 (M+H) 

Step 2: 3-Amino-4-(methylamino)benzoic acid (280) 

[0500] Following the same procedure as described in Example 48, step 3 (scheme 36) but 
substituting compound 171 for compound 279, to give the title compound in 81% yield. X H NMR: 
(400.2 MHz, DMSO) 8 (ppm): 7.48 (d, J= 8.6 Hz; 1H); 7.42 (s; 1H); 7.54 (d, J= 8.6 Hz; 1H); 3.57 
(bs; >4H); 2.80 (s; 3H). MS: calc: 166.1; found: 167.1 (M+H) 

Step 3: l-Methyl-lH-benzo[d]imidazole-5-carboxylic acid (281) 

[0501] A solution of the di-amino compound 280 (678mg; 4.1mmol) (or an o-aminophenol) in 
50% HC0 2 H (or any other carboxylic acid or an ortho-ester) in water (or anhydrous solvent if an ortho- 
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ester is used) was stirred at 85°C for 13h, concentrated, the residue was re-dissolved in water and 
lyophillized to afford the title compound 281 (712mg, 99% yield). X H NMR: (400.2 MHz, DMSO) 8 
(ppm): 12.9 (bs; 1H); 8.80 (s; 1H); 8.26 (d, J= 1.6 Hz; 1H); 7.96 (dd, J= 1.6, 8.6 Hz; 1H); 7.79 (d, 
J= 8.6 Hz; 1H); 3.95 (s, 3H). MS: calc: 176.2; found: 177.1 (M+H). 

Step 4: l-Methyl-N-(2-nitro-5-(thiophen-2-yl)phenyl)-lH-benzo[d]imidazole-5-carboxamide 
(282) 

[0502] Following the same procedure as described in Example 1, step 3 (scheme 1) but 
substituting compound 4 for compound 281 the title compound 282 was obtained in 56% yield. X H 
NMR: (400.2 MHz, DMSO) 8 (ppm): 10.9 (bs, 1H); 8.35 (bs, 2H), 8.24 (d, J= 2.1 Hz, 1H), 8.01 (d, J= 
8.6 Hz, 1H), 7.91 (dd; J=1.6, 8.4 Hz; 1H); 7.75 (m, 3H), 7.70 (dd; J=2.1, 8.6 Hz; 1H); 7.23 (dd; J= 
3.7, 4.9 Hz; 1H); 3.91 (s, 3H). MS: calc: 378.4; found: 379.1 (M+H) 

Step 5: N-(2-Amino-5-(thiophen-2-yl)phenyl)-l-methyl-lH-benzo[d]imidazole-5-carboxamide 
(283) 

[0503] Following the same procedure as described in Example 1, step 4 (scheme 1) but 
substituting compound 5 for compound 282, the title compound 283 was obtained in 99% yield. X H 
NMR: (400.2 MHz, DMSO) 8 (ppm): 9.75 (s, 1H), 8.38 (d, J= 1.0 Hz, 1H), 8.34 (s, 1H), 7.95 (dd; 
J=1.4, 8.4 Hz; 1H); 7.68 (d, J= 8.4 Hz, 1H), 7.50 (d; J=2.2 Hz; 1H); 7.34 (dd; J=1.0, 5.0 Hz; 1H); 
7.28 (dd; J=2.2, 8.4 Hz; 1H); 7.24 (dd; J=1.4, 3.6 Hz; 1H); 7.04 (dd; J= 3.6, 5.0 Hz; 1H); 6.81 (d; 
J=8.4 Hz; 1H); 3.90 (s, 3H). MS: calc: 348.4; found: 349.1 (M+H) 



Example 79 
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N-(2-amino-5-(thiophen-2-yl)phenyl)-l-methyl-lH-benzo[d][l,2,3]triazole-5-carboxamide 
(286) 
Scheme 62 




286: Example 79 



Step 1: l-Methyl-lH-benzo[d][l,2,3]triazole-5-carboxylic acid (284) 
[0504] To a stirred suspension of the diamine 280 (1 .08g; 6.48mmol) (or any other o- 
arylenediamine) in water (25 mL) at 0°C, concentrated HCI (5.4 mL) was added drop wise followed by 
slow addition of a solution of NaNC>2 (643mg; 9.3mmol) in water (10 mL). The reaction mixture was 
stirred at 0°C for 2h and then was allowed to warm up to 10°C over 4h; neutralized with a solution of 
KOH (5.6 g) in water (30mL) (final pH = 6); concentrated and purified by preparative HPLC in reverse 
phase mode (column aquasil C-18, elution 5% to 95% MeOH in water), to afford the title compound 
284 (211 mg; 18% yield). X H NMR: (400.2 MHz, DMSO) 8 (ppm): 8.35 (s; 1H); 8.08 (dd, J= 1.4, 8.6 
Hz; 1H); 7.75 (d, J= 1.4 Hz; 1H); 4.03 (s, 3H). MS: calc: 177.1; found: 178.1 (M+H). 

Step 2: l-Methyl-N-(2-nitro-5-(thiophen-2-yl)phenyl)-lH-benzo[d][l,2,3]triazole-5- 
carboxamide (285) 

[0505] Following the same procedure as described in Example 1, step 3 (scheme 1) but 
substituting compound 4 for compound 284, the title compound 285 was obtained in 56% yield. X H 
NMR: (400.2 MHz, DMSO) 8 (ppm): 11.0 (bs, 1H); 8.72 (bs, 1H), 8.12 (m, 2H), 8.07 (d, J= 8.7 Hz, 
1H), 8.01 (d, J= 8.7 Hz, 1H), 7.73 (m, 3H), 7.23 (t; J= 4.7 Hz; 1H); 4.38 (s, 3H). MS: calc: 379.4; 
found: 380.0 (M+H) 
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Step 3: N-(2-Amino-5-(thiophen-2-yl)phenyl)-l-methyl-lH-benzo[d][l,2,3]triazole-5- 
carboxamide (286) 

[0506] Following the same procedure described in Example 1, step 4 (scheme 1) but 
substituting compound 5 for compound 285, the title compound 286 was obtained in 99% yield. X H 
NMR: (400.2 MHz, DMSO) 8 (ppm): 9.88 (s, 1H); 8.75 (s, 1H), 8.15 (dd; J=1.0, 8.6 Hz; 1H); 7.95 
(dd, J= 1.0, 8.6 Hz, 1H), 7.49 (d, J= 2.0 Hz, 1H), 7.34 (dd; J=1.2, 5.1 Hz; 1H); 7.30 (dd; J=2.0, 
8.3 Hz; 1H); 7.24 (dd; J=1.2, 3.5 Hz; 1H); 7.04 (dd; J= 3.5, 5.1 Hz; 1H); 6.81 (d; J=8.3 Hz; 1H); 
5.24 (bs, 2H); 4.37 (s, 3H). MS: calc: 349.4; found:350.1 (M+H) 
Example 80 
o 




N-(2-amino-5-(thiophen-2-yl)phenyl)H-imidazo[l,2-a]pyridine-6-carboxamide (291) 
Scheme 63 



X 



p 

N = / OM( 



/f-N^r" C02Me LiOH;H 2 0; 

THF: MeOH 




291: Example 80 



Step 1: Methyl H-imidazo[l,2-a]pyridine-6-carboxylate (288) 

[0507] A solution of 2-(bromomethyl)-l,3-dioxolane (0.18 mL; 1.67 mmol) in THF (3 mL) and 
water (0.2 mL) was treated with concentrated HCI (3 drops) and stirred at 88°C for 50 min. The 
solution was cooled down to 0°C and transferred into a vial containing 2-amino-5- 
methoxycarbonylpyridine (287, 204mg; 1.34mmol), Bu 2 SnCI 2 (134 mg; 0.40 mmol) and NaHC0 3 



10/574,088 
Substitute specification 



358 



(410 mg) and stirred at room temperature for 2 days. The reaction mixture was diluted with ethyl 
acetate (60mL) and washed with saturated aqueous sodium chloride. The organic layer was dried 
(MgS0 4 ), filtered and concentrated. After chromatographic purification of the residue using 
preparative TLC on silica gel (eluent 50% ethyl acetate in dichloromethane), the title compound 288 
was obtained (74 mg, 31% yield). X H NMR: (500.7 MHz, CDCI 3 ) S (ppm): 9.00 (s, 1H); 7.80 (m, 4H); 
4.00 (s, 3H). MS: calc: 176.1; found: 177.1 (M+H) 

Step 2: H-lmidazo[l,2-a]pyridine-6-carboxylic acid (289) 

[0508] Following the same procedure described for Example 46, step 2 (scheme 34) but 
substituting compound 162 for compound 288, the title compound 289 was obtained in 99% yield. 
MS: calc: 162.1; found: 163.1 (M+H) 

Step 3: N-(2-Nitro-5-(thiophen-2-yl)phenyl)H-imidazo[l,2-a]pyridine-6-carboxamide (290) 
[0509] Following the same procedure as described in Example 1, step 3 (scheme 1) but 
substituting compound 4 for compound 289, the title compound 290 was obtained in 22% yield. 
MS: calc: 364.2; found: 365.2 (M+H) 

Step 4: N-(2-amino-5-(thiophen-2-yl)phenyl) H-imidazo [1,2-a] pyridine-6-carboxamide 



[0510] Following the same procedure described in Example 1, step 4 (scheme 1) but 
substituting compound 5 for compound 290, the title compound 291 was obtained in 45% yield. X H 
NMR (400.2 MHz, DMSO) 8 (ppm): 9.19 (s, 1H); 7.99 (s, 1H); 7.86 (d; J=8.5 Hz; 1H); 7.67 (s, 1H); 
7.64 (d; J=8.5 Hz; 1H); 7.50 (s, 1H); 7.37 (d; J= 8.5 Hz; 1H); 7.22 (d; J= 4.9 Hz; 1H); 7.21 (m, 1H); 
7.01 (t; J= 4.9 Hz; 1H); 6.91 (d; J=8.5 Hz; 1H). MS: calc: 334.4; found: 335.1 (M+H) 



(291) 



Example 81 



0 
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N-(2-amino-5-(thiophen-2-yl)phenyl)H-imidazo[l,2-a]pyridine-2-carboxamide (296) 
Scheme 64 




296: Example 81 295 

Step 1: Ethyl H-imidazo[l,2-a]pyridine-2-carboxylate (293) 

[0511] To a solution of 2-aminopyridine (292, 1.1022g; 11.71 mmol) and Bu 2 SnCI 2 (431mg; 1.3 
mmol) in DME (20mL), ethyl 3-bromopyruvate (1.56mL; 11.16mmol) was added to give an instant 
yellow precipitate. The suspension was stirred at room temperature for 2h, then solid K2CO3 (2.6g; 
18.8mmol) was added and the mixture stirred for additional 20h at the same temperature. The 
reaction mixture was then diluted with ethyl acetate (200mL) and washed with saturated aqueous 
sodium chloride. The organic layer was dried (MgS0 4 ), filtered and concentrated. The residue was 
purified by flash chromatography on silica gel (eluent 50% ethyl acetate in dichloromethane), to 
afford the title compound 293 (1.31g, 59% yield) as a white crystalline material. X H NMR(400.2 MHz, 
DMSO) 8 (ppm): 8.54 (m, 1H); 8.53 (d; J=0.9 Hz; 1H); 7.59 (ddd; J= 1.3, 2.0, 9.2 Hz; 1H); 7.33 
(ddd; J= 1.3, 6.7, 9.2 Hz; 1H); 6.98 (dt; J= 0.9, 7.8 Hz; 1H); 4.30 (q; J=7.0 Hz; 2H); 1.32 (t; J=7.0 
Hz; 3H). MS: calc: 190.0; found: 191.1 (M+H). 

Step 2: H-lmidazo[l,2-a]pyridine-2-carboxylic acid (294) 

[0512] Following the same procedure described in Example 46, step 2 (scheme 34) but 
substituting compound 162 for compound 293, the title compound 294 was obtained in 99% yield. 
X H NMR (400.2 MHz, DMSO) 8 (ppm): 8.63 (dt, J= 1.2, 6.7 Hz; 1H); 8.55 (d; J=0.8 Hz; 1H); 7.63 (m; 
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1H); 7.42 (ddd; J= 1.2, 6.7, 7.8 Hz; 1H); 7.06 (dt; J= 1.2, 7.8 Hz; 1H); MS: calc: 162.1; found: 
163.1 (M+H) 

Step 3: N-(2-Nitro-5-(thiophen-2-yl)phenyl)H-imidazo[l,2-a]pyridine-2-carboxamide (295) 
[0513] Following the same procedure as described in Example 1, step 3 (scheme 1) but 
substituting compound 4 for compound 294 the title compound 295 was obtained in 95% yield. X H 
NMR(400.2 MHz, DMSO) 8 (ppm): 11.9 (s, 1H); 9.07 (d, J= 1.8 Hz; 1H); 8.63 (m; 2H); 8.25 (d, J= 
8.8 Hz; 1H); 7.77 (ddd; J= 1.0, 5.0, 12.3 Hz; 1H); 7.71 (dd; J=1.0, 9.2 Hz; 1H); 7.66 (dd; J=1.8, 

8.8 Hz; 1H); 7.41 (ddd; J= 1.2, 6.7, 9.2 Hz; 1H); 7.25 (dd; J=3.7, 5.0 Hz; 1H); ); 7.05 (dt; J=1.2, 
12.3 Hz; 1H). MS: calc: 364.2; found: 365.1 (M+H). 

Step 4: N-(2-Amino-5-(thiophen-2-yl)phenyl)H-imidazo[l,2-a]pyridine-2-carboxamide (296) 
[0514] Following the same procedure described in Example 1, step 4 (scheme 1) but 
substituting compound 5 for compound 223, the title compound 296 was obtained in 85% yield. X H 
NMR (400.2 MHz, DMSO) 8 (ppm): 9.73 (s, 1H), 8.62 (dt, J= 1.2; 6.8 Hz, 1H), 8.50 (d, J= 0.7 Hz; 
1H); 7.76 (d; J=2.2 Hz; 1H); 7.66 (d, J= 0.7 Hz, 1H), 7.39 (dd; J=1.6, 6.8 Hz; 1H); 7.36 (dt; J=1.6, 

4.9 Hz; 1H); 7.26 (dd; J=2.2, 8.2 Hz; 1H); 7.24 (dd; J= 1.2, 3.6 Hz; 1H); 7.05 (m; 1H); 7.01 (dd; J= 
1.2, 6.8 Hz; 1H); 6.84 (d; J=8.2 Hz; 1H); 5.13 (bs, 2H). MS: calc: 334.4; found: 335.1 (M+H). 



4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-hydroxy-5-(thiophen-2-yl)phenyl) benzamide 
(301) 



Example 82 
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Scheme 65 




301: Example 82 



Step 1: 2-Nitro-4-(thiophen-2-yl)phenol (298) 

[0515] Following the same procedure as described in Example 1, step 2 (scheme 1) but 
substituting compound 2 for compound 297, the title compound 298 was obtained in 18% yield. X H 
NMR: (499.7 MHz, DMSO) 8 (ppm): 8.09 (s, 1H); 7.82 (d, J= 9.0 Hz; 1H); 7.54 (d, J= 3.5 Hz; 1H); 
7.50 (s, 1H); 7.18 (d, J= 9.0 Hz; 1H); 7.13 (m, 1H). MS: calc: 221.0; found: 219.9 (M-H). 

Step 2: (2-Nitro-4-(thiophen-2-yl)phenoxy)(tert-butyl)dimethylsilane (299) 

[0516] Following the same procedure as described in Example 19, step 2 (scheme 17) but 

substituting compound 90 for the compound 298 and using dichloromethane as a solvent instead of 

DMF, the title compound 299 was obtained which was used in the next step without further 

purification. 

Step 3: (2-Amino-4-(thiophen-2-yl)phenoxy)(tert-butyl)dimethylsilane (300) 
[0517] Following the same procedure described for Example 48, step 3 (scheme 36) but 
substituting compound 171 for compound 299 and using ethyl acetate and triethylamine as a 
solvent instead methanol, the title compound 300 was obtained in 41% yield over two steps. MS: 
calc: 305.5; found: 306.1 (M+H). 
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Step 4: 4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-hydroxy-5-(thiophen-2-yl) phenyl) 
benzamide (301) 

[0518] Following the same procedure as described in Example 1, step 3 (Example 1) but 
substituting compound 3 for compound 300 and not using NaH as a base, the title compound 301 
was obtained in 17% yield (with 10% recovery of the starting material 228). X H NMR: (400.2 MHz, 
DMSO) 8 (ppm): 10.1 (s, 1H); 9.52 (s, 1H); 8.00 (s, 1H); 7.92 (d, J=7.0, 2H); 7.49 (d, J=7.0, 2H); 
7.42 (m, 1H); 7.33 (d, J=8.0, 1H); 7.29 (s, 1H); 7.07 (s, 1H); 6.93 (d, J=8.0, 1H); 6.65 (d, J=8.5, 
1H); 6.32 (s, 1H); 5.98 (m, 2H); 4.30 (s, 2H); 3.65 (s, 3H); 3.58 (s, 3H). MS: calc: 460.5; found: 
461.1 (M+H) 



Example 83 




94dd: Example 20dd 302: Example 83 

[0519] Following the same procedure as described in Example 48, step 3 (scheme 36) but 
substituting compound 171 for compound 94dd and using ethyl acetate as a solvent instead of 
methanol, the title compound 302 was obtained in 26% yield. l H NMR: (400.2 MHz, DMSO) 8 (ppm): 
9.60 (s, 1H), 7.96 (d, J = 8.0, Hz, 2H); 7.36 (d, J = 2.1 Hz, 1H); 7.20 (dd, J = 2.1, 8.3 Hz, 1H); 
7.03 (d, J = 8.0, Hz, 2H); 7.00 (d, J = 3.5 Hz, 1H); 6.78 (d, J = 8.3 Hz, 1H), 6.70 (dd, J = 1.1, 3.5 
Hz, 1H); 3.83 (s, 3H); 2.42 (d, J = 1.1 Hz, 3H). MS: calc: 338.4; found: 338.4 (M+H). 
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Example 84 




NH 2 



2-(5-((2-Amino-5-(thiophen-2-yl)phenyl)carbamoyl)-2-methyl-lH-benzo[d]imidazol-l- 
yljethyl acetate (308) 
Scheme 67 




307 




308: Example 84 309: Example 85 

Step 1: 4-(2-Hydroxyethylamino)-3-nitrobenzoic acid (303) 

[0520] Following the same procedure as described for Example 78, step 1 (scheme 61) but 
using ethanolamine instead of methylamine and isopropanol as a solvent instead of DMF, the title 
compound 303 was obtained in 99% yield. MS: calc: 226.2; found: 225.1 (M-H). 

Step 2: 4-(2-Hydroxyethylamino)-3-aminobenzoic acid (304) 

[0521] Following the same procedure described for Example 78, step 2 (scheme 61), the title 
compound 304 was obtained in 100% yield. MS: calc: 196.2; found: 197.1 (M+H). 



10/574,088 
Substitute specification 



364 



Step 3: l-(2-Hydroxyethyl)-2-methyl-lH-benzo[d]imidazole-5-carboxylic acid (305) and 1- 
(2-(l-ethoxyvinyloxy)ethyl)-2-methyl-lH-benzo[d]imidazole-5-carboxylic acid (306) 
[0522] A stirred suspension of diamine 304 (1.18g; 6.01mmol) in triethylortoacetate (20 ml_; 
109 mmol; 18 eq.) was treated with trifluoroacetic acid (1.10 mL) at room temperature. In 5 min the 
mixture turned into an amber solution which was stirred at the same temperature for 4h; 
concentrated and purified by preparative HPLC (C-18 aquasil column, elution with 5% to 95% MeOH in 
water) to afford hydroxyacid 305 (701mg; 53% yield) and, as a side product, ketene acetal 306 
(373 mg; 21% yield). 

Compound 305: X H NMR: (499.7 MHz, DMSO) 8 (ppm): 13.1(bs; 1H). 8.21 (s; 1H); 7.9 (d, J= 8.0 
Hz; 1H); 7.84 (d, J= 8.0 Hz; 1H); 5.1(bs; 1H); 4.42 (s; 2H); 3.75 (s; 2H); 2.75 (s; 3H);. MS: calc: 
220.2; found: 221.1 (M+H) 

Compound 306: L H NMR: (400.2 MHz, DMSO) 5 (ppm): 8.17 (m; 2H); 8.08 (d, J= 9.2 Hz; 1H); 5.03 
(d, J= 3.9 Hz; 1H); 4.84 (d, J= 3.9 Hz; 1H); 4.63 (t, J= 4.5 Hz; 2H); 4.22 (q, J= 7.0 Hz; 2H); 3.84 (t, 
J= 4.5 Hz; 2H); 2.92 (s; 3H); 1.39 (t; J= 7.0 Hz; 3H). MS: calc: 290.3; found: 291.1 (M+H) 

Step 4: 2-(5-(2-Nitro-5-(thiophen-2-yl)phenylcarbamoyl)-2-methyl-lH-benzo[d] imidazol-1- 
yl)ethyl acetate (307) 

[0523] Following the same procedure as described in Example 1, step 3 (scheme 1) but 
substituting compound 4 for compound 306 the title compound 307 was obtained in 6% yield. MS: 
calc: 464.49; found: 465.2 (M+H) 

Step 5: 2-(5-((2-Amino-5-(thiophen-2-yl)phenyl)carbamoyl)-2-methyl-lH-benzo[d] imidazol- 
l-yl)ethyl acetate (308) 

[0524] Following the same procedure as described in Example 48, step 3 (scheme 36) but 
substituting compound 171 for the compound 307 and using ethyl acetate as a solvent instead of 
methanol, the title compound 308 was obtained in 96% yield. X H NMR: (DMSO) 5 (ppm): 9.70 (s, 1H), 
8.23 (s, 1H), 7.87 (dd; J=1.0, 8.4 Hz; 1H); 7.62 (d, J= 8.4 Hz, 1H), 7.48 (d; J=2.0 Hz; 1H); 7.34 
(dd; J=0.8, 4.8 Hz; 1H); 7.28 (dd; J=2.0, 8.0 Hz; 1H); 7.23 (dd; J=0.8, 3.6 Hz; 1H); 7.03 (dd; J= 
1.2, 4.8 Hz; 1H); 6.81 (d; J=8.0 Hz; 1H); 5.15 (bs, 2H); 4.52 (t; J=4.8 Hz; 2H); 4.35 (t; J=4.8 Hz; 
2H); 2.60 (s, 3H); 1.91 (s, 3H). MS: calc: 434.5; found: 435.2 (M+H) 
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Example 85 



HO 




N-(2-Amino-5-(thiophen-2-yl)phenyl)-l-(2-hydroxyethyl)-2-methyl-lH-benzo[d] imidazole-5- 
carboxamide (309) 

[0525] A solution of acetate 308 (18mg; 41umol) and triethylamine (0.5 mL) in dry methanol 
(2.0 mL) was stirred at room temperature for 16 h and then concentrated in vacuo to give the title 
compound 309 in quantitative yield. l H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.70 (s, 1H), 8.22 (s, 
1H), 7.84 (dd; J=1.4, 8.2 Hz; 1H); 7.57 (d, J= 8.4 Hz, 1H), 7.49 (d; J=2.2 Hz; 1H); 7.34 (dd; J=1.4, 
5.1 Hz; 1H); 7.28 (dd; J=2.2, 8.2 Hz; 1H); 7.23 (dd; J=1.0, 3.5 Hz; 1H); 7.04 (dd; J= 3.5, 5.1 Hz; 
1H); 6.80 (d; J=8.4 Hz; 1H); 5.14 (bs, 2H); 5.00 (bs, 1H); 4.28 (t; J=5.4 Hz; 2H); 3.72 (t; J=5.4 Hz; 
2H); 2.59 (s, 3H). MS: calc: 392.5; found: 393.2 (M+H). 



4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-hydroxy-5-(phenyl)phenyl)benzamide (312) 



Example 86 
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Scheme 68 




Step 1. 4-(tert-Butyl-dimethyl-silanyloxy)-biphenyl-3-ylamine (311) 

[0526] To a solution of the 2-amino-4-phenylphenol (310, 2.05 g, 11.06 mmol) and triethylamine 
(3.08 ml_, 22.12 mmol) in THF (20 ml_) was added TBDMSCI (2.00 g, 13.28 mmol). The resulting 
solution was stirred at room temperature for 4 days prior to being diluted with saturated NaCI 
solution (25 mL), and extracted with ethyl acetate. The organic layer was dried over Na 2 S0 4 , filtered 
and concentrated. After purification by flash chromatography (eluent 0-50% EtOAc in hexanes), of the 
title compound 311 was obtained as a reddish-brown solid (2.51 g, 77% yield). X H NMR: (DMSO) 8 
(ppm): 0.05 (s,6H), 1.05 (s,9H), 6.49-6.57 (m,2H), 6.72 (d, J = 8.1 Hz, 1H), 7.25 (m,lH), 7.29-7.38 
(m,2H), 7.50 (d, J = 7.9 Hz, 2H). MS: (calc.) 299.5; (obt.) 300.2 (MH) + . 

Step 2. 4-((3,4-Dimethoxyphenylamino)methyl)-N-(2-hydroxy-5-(phenyl)phenyl)-benzamide 
(312) 

[0527] To a solution of acid 4 (scheme 1) (125 mg, 0.439 mmol) in DMF (3 mL) was added BOP 
(293 mg, 0.662 mmol). After stirring this solution for 10 minutes, aniline 311 (197 mg, 0.659 mmol) 
was added, along with triethylamine (0.31 mL, 2.22 mmol). The resulting solution was stirred at 
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room temperature for 16 h prior to removal of the solvent, and dissolution of the residue in THF (5 
ml_). A solution of TBAF in THF (1.0 M, 0.66 ml_, 0.659 mmol) was then added, and the reaction 
mixture was stirred at room temperature for 5 minutes, diluted with a saturated solution of NaCI (10 
ml_), and extracted with ethyl acetate. The organic layer was dried over Na 2 S0 4 , filtered and 
concentrated. After purification by flash chromatography (eluent 0-80% EtOAc in hexanes), the title 
compound 312 was obtained as a light yellow solid (82 mg, 41% yield). X H NMR: (DMSO) 8 (ppm): 
3.62 (s,3H), 3.69 (s,3H), 4.34 (d, J = 5.7 Hz, 2H), 6.03 (m,2H), 6.35 (d, J = 2.2 Hz, 1H), 6.68 (d, J 
= 8.4 Hz, 1H), 7.03 (d, J = 8.4 Hz, 1H), 7.32 (t, J = 7.2 Hz, 1H), 7.37 (dd, J = 10.4, 1.6 Hz, 1H), 
7.45 (t, J = 7.6 Hz, 2H), 7.52 (d, J = 8.0 Hz, 2H), 7.59 (d, J = 7.6 Hz, 2H), 7.95 (d, J = 8.0 Hz, 2H), 
8.03 (br s,lH), 9.58 (br s,lH), 10.00 (br s,lH). MS: (calc.) 454.5; (obt.) 455.4 (MH) + . 

Example 87 




(E)-3-(4-((3,4,5-Trimethoxyphenylamino)methyl)-phenyl)-N-(2-hydroxy-5 - 
(phenyl)phenyl)acrylamide (313) 
[0528] Following the same procedure as described in Example 86 but substituting acid 4 for the 
acid 66 (scheme 10) the compound 313 was obtained as a light yellow solid in 22% yield. X H NMR: 
(DMSO) 8 (ppm): 3.54 (s, 3H), 3.68 (s, 3H), 4.30 (d, J = 5.9 Hz, 2H), 5.92 (s,2H), 6.13 (t, J = 6.3 
Hz, 1H), 7.01 (d, J = 8.2 Hz, 1H), 7.21 (d, J = 15.7 Hz, 1H), 7.29 (dd, J = 8.4, 2.3 Hz, 1H), 7.33 (d, 
J = 7.2 Hz, 1H), 7.42-7.50 (m,4H), 7.54-7.64 (m,4H), 8.34 (s,lH), 9.55 (br s,lH), 10.21 (br s,lH). 
MS: (calc.) 510.6; (obt.) 511.2 (MH) + . 

Example 88 




2,3-Dihydro-N-(2-hydroxy-5-(phenyl)phenyl)benzo[b][l,4]dioxine-6-carboxamide (314) 
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[0529] Following the same procedure as described in Example 86 but substituting acid 4 for the 
acid 255a (scheme 53) the compound 314 was obtained as a light yellow solid in 22% yield. X H 
NMR: (DMSO) 8 (ppm): 4.30 (d, J = 5.9 Hz, 2H), 6.98 (d, J = 8.3 Hz, 1H), 7.26-7.36 (m, 2H), 7.42 (t, 
J = 7.3 Hz, 2H), 7.50-7.60 (m, 2H), 7.97 (br s.lH), 9.47 (br s,lH), 9.93 (br s,lH). MS: (calc.) 347.4; 
(obt.) 348.1 (MH) + . 

Example 89 




BOP, TEA, DMF, rt, 16 h 
2.TBAF, THF, rt, 5 mins 



Step 1.7-(3-(Phenyl)phenylcarbamoyl)heptanoic acid (316) 

[0530] To a solution of 3-amino-biphenyl (315, 536 mg, 3.17 mmol) in THF/pyridine (2:1, 6 ml_) 
was added methyl 7-(chlorocarbonyl)heptanoate (0.49 mL, 3.48 mmol), and the resulting solution 
was stirred at room temperature for 16 h. After dilution with saturated NaCI solution (15 mL) and 
extraction with ethyl acetate, the organic layer was dried over Na 2 S0 4 , filtered and concentrated. The 
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residue was then dissolved in THF/methanol/H 2 0 (1:1:2, 8 mL), followed by the treatment of 
LiOH-H 2 0 (665 mg, 15.85 mmol). The reaction mixture was stirred at room temperature for 1 h prior 
to acidification (pH = 1), and extraction with ethyl acetate. The organic layer was dried over Na 2 S0 4 , 
filtered and concentrated. After purification by flash chromatography (eluent 0-100% EtOAc in 
hexanes), the title compound 316 was obtained as a white solid (889 mg, 86% yield). X H NMR: 
(DMSO) 8 (ppm): 1.30-1.40 (m, 4H), 1.50-1.59 (m,2H), 1.60-1.68 (m,2H), 2.24 (t, J = 7.4 Hz, 2H), 
2.37 (t, J = 7.4 Hz, 2H), 7.32 (dt, J = 7.8,1.6 Hz, 1H), 7.36-7.42 (m,2H), 7.46-7.52 (m,2H), 7.58- 
7.64 (m,3H), 7.96 (s,lH), 10.07 (br s,lH). MS: (calc.) 325.4; (obt.) 326.1 (MH) + . 

Step 2. N 1 -(2-Hydroxy-5-(phenyl)phenyl)-N 8 -(3-(phenyl)phenyl)octanediamide (317) 
[0531] Following the same procedure as described in Example 86, step 2 (scheme 68) but 
substituting acid 4 for the acid 316 the compound 317 was obtained as a light brown solid in 31% 
yield. X H NMR: (DMSO) 8 (ppm): 1.34-1.46 (m,4H), 1.60-1.74 (m,4H), 2.38 (t, J = 6.8 Hz, 2H), 2.47 
(t, J = 7.0 Hz, 2H), 6.98 (d, J = 8.2 Hz, 1H), 7.20-7.70 (m,15H), 7.96 (s,lH), 8.10 (s,lH), 9.34 (br 
s,lH), 10.00 (br s,lH). MS: (calc.) 492.6; (obt.) 493.5 (MH) + . 



2-[4-(Naphthalene-2-sulfonyl)-piperazin-l-yl]-pyrimidine-5-carboxylic acid (2-amino-5- 
thiophen-2-yl-phenyl)-amide (320) 



Example 90 
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Scheme 70 




'ft 
o o 

320: Example 90 



Step 1: [2-({2-[4-(Naphthalene-2-sulfonyl)-piperazin-l-yl]-pyrimidine-5-carbonyl}-amino)-4- 
thiophen-2-yl-phenyl]-carbamic acid tert-butyl ester (319) 

[0532] Following the same procedure as described in Example 52, step 1 (scheme 37) but 
substituting compound 182 for 2-[4-(naphthalene-2-sulfonyl)-piperazin-l-yl]-pyrimidine-5-carboxylic acid 
(318, WO 03/076422) title compound 319 was obtained in 75% yield. X H NMR: (400.2 MHz, DMSO) 
8 (ppm): 9.7 (bs, 1H); 8.81 (s, 2H); 8.60 (bs, 1H); 8.44 (s, 1H); 8.20 (d, J= 7.6 Hz, 1H); 8.15 (d, J= 
8.6 Hz, 1H); 8.05 (d, J= 6.9 Hz, 1H); 7.75 (dd; J=1.8, 8.6 Hz; 1H); 7.71 (dd; J=1.3, 6.9 Hz; 1H); 
7.68 (m, 2H); 7.63 (d, J= 8.6 Hz, 1H); 7.47 (m, 2H); 7.40 (dd; J=1.3, 3.5 Hz; 1H); 7.09 (dd; J= 3.5, 
5.1 Hz; 1H); 3.97 (t, J= 4.1 Hz, 4H); ); 3.07 (t, J= 4.1 Hz, 4H); 1.41 (s, 9H). MS: calc: 670.8; found: 
671.3 (M+H) 

Step 2: 2-[4-(Naphthalene-2-sulfonyl)-piperazin-l-yl]-pyrimidine-5-carboxylic acid (2- 
amino-5-thiophen-2-yl-phenyl)-amide (320) 

[0533] Following the same procedure described in Example 52, step 2 (scheme 37) but 
substituting compound 183 for compound 319 the title compound 320 was obtained in 99% yield. 
X H NMR: (400.2 MHz, DMSO) 8 (ppm): 9.52 (bs, 1H); 8.83 (s, 2H); 8.44 (s, 1H); 8.20 (d, J= 7.6 Hz, 
1H); 8.15 (d, J= 8.6 Hz, 1H); 8.05 (d, J= 8.0 Hz, 1H); 7.75 (dd; J=1.8, 8.6 Hz; 1H); 7.69 (m, 2H); 
7.37 (d, J= 1.8 Hz, 1H); 7.31 (dd; J=1.2, 5.1 Hz; 1H); 7.25 (dd; J=2.2, 8.4 Hz; 1H); 7.19 (dd; J= 
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1.2, 3.5 Hz; 1H); 7.01 (dd; J= 3.5, 5.1 Hz; 1H); 6.74 (d, J= 8.2 Hz, 1H); 5.16 (bs, 2H); 3.96 (t, J= 
4.3 Hz, 4H); ); 3.07 (t, J= 4.3 Hz, 4H); MS: calc: 570.7; found: 571.3 (M+H) 
Example 91 




NH a— N , \ ■ 
NHQ \=N N — ' O 



2-[4-(Biphenyl-4-ylcarbamoyl)-piperazin-l-yl]-pyrimidine-5-carboxylic acid (2-amino-5- 
thiophen-2-yl-phenyl)-amide (323) 
Scheme 71 



NHBoc /J Y 



xnf° ... 



f^N-^N-^ H NH 2 TFA/DCM/rt 
323: Example 91 




Step 1 : [2-({2-[4-(Biphenyl-4-ylcarbamoyl)-piperazin-l-yl]-pyrimidine-5-carbonyl}-amino)-4- 
thiophen-2-yl-phenyl]-carbamic acid tert-butyl ester (322) 

[0534] Following the same procedure as described in Example 52, step 1 (scheme 37) but 
substituting compound 182 for 2-[4-(biphenyl-4-ylcarbamoyl)-piperazin-l-yl]-pyrimidine-5-carboxylic 
acid sodium salt (321, WO 03/076421) the title compound 322 was obtained in 29% yield. X W NMR: 
(400.2 MHz, DMSO) 8 (ppm): 9.78 (bs, 1H); 8.93 (s, 2H); 8.75 (bs, 1H); 8.67 (bs, 1H); 7.76 (d, J= 
2.0 Hz, 1H); 7.67 (d, J= 8.4 Hz, 1H); 7.63 (d, J= 1.2 Hz, 1H); 7.61 (m, 1H); 7.57 (m, 4H); 7.50 (m, 
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2H); 7.42 (m, 3H); 7.29 (m, 1H); 7.11 (dd; J= 3.5, 5.1 Hz; 1H); 3.94 (t, J= 4.5 Hz, 4H); ); 3.60 (t, 
J= 4.5 Hz, 4H); 1.47 (s, 9H). MS: calc: 675.8; found: 698.5 (M+Na) 

Step 2: 2-[4-(Biphenyl-4-ylcarbamoyl)-piperazin-l-yl]-pyrimidine-5-carboxylic acid (2- 
amino-5-thiophen-2-yl-phenyl)-amide (323) 

[0535] Following the same procedure as described in Example 52, step 2 (scheme 37) but 
substituting compound 183 for compound 322 the title compound 323 was obtained in 99% yield. 
X H NMR: (400.2 MHz, DMSO) 5 (ppm): 9.59 (bs, 1H); 8.93 (s, 2H); 8.75 (bs, 1H); 7.63 (d, J= 1.2 Hz, 
1H); 7.61 (m, 1H); 7.57 (m, 4H); 7.41 (m, 3H); 7.33 (dd; J= 1.2, 5.1 Hz; 1H); 7.29 (m, 2H); 7.23 
(dd; J= 1.2, 2.5 Hz; 1H); 7.03 (dd; J= 3.7, 5.1 Hz; 1H); 6.78 (d, J= 8.2 Hz, 1H); 5.22 (bs, 2H); 3.93 
(t, J= 3.9 Hz, 4H); ); 3.60 (t, J= 3.9 Hz, 4H). MS: calc: 575.7; found: 576.3 (M+H 



Example 92 




W-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(pyridin-3-yl)benzamide (327) 



Scheme 72 




NHBoc 



Br' 



"OH 
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BOP, Py, DMAP 



NHBoc 



178 



325 



326 




TFA/DCM/rt 



327: Example 92 
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Step 1. tert-Butyl 2-(4-bromobenzamido)-4-(thiophen-2-yl)phenylcarbamate (325) 
[0536] Following the same procedure as in Example 52, step 1 (scheme 37) but substituting 
compound 182 for compound 324 title compound 325 was obtained in 47% yield. X H NMR: (400 
MHz, DMSO-dg) 5 (ppm): 9.94 (s, 1H), 8.72 (s, 1H), 7.91 (d, J=8.6 Hz, 2H), 7.76 (d, J= 8.2, 2H), 
7.75 (d, J= 2.2 Hz, 1H), 7.62 (d, J=8.9 Hz, 1H), 7.51 (dd, J=4.9, 1.2 Hz, 1H), 7.50 (dd, J=8.6, 2.2 
Hz, 7.44 (d, J=3.7, 1.2 Hz, 1H), 7.11 (dd, J=5.1, 3.5 Hz, 1H), 1.45 (s, 9H). LRMS: (m/z): 
495.1/497.1 ((M/M+2)+23). 

Steps 2 and 3. W-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(pyridin-3-yl)benzamide (327) 
[0537] Following the same procedure as in Example 29, step 1 (scheme 21) but substituting 
bromide 114 for the bromide 325 and using 3-pyridine boronic acid as a coupling partner, (Suzuki 
coupling) the compound 326 was obtained and used without purification for the next step. 
[0538] Following the same procedure as in Example 52, step 2 (scheme 37) but replacing 
compound 183 by compound 326 the title compound 327 was obtained (14% yield over the two 
steps). *H NMR: (400 MHz, DMSO-d 6 ) 5 (ppm): 9.80 (s, 1H), 8.98 (d, J=2.2 Hz, 1H), 8.60 (dd, J=4.7, 
1.6 Hz, 1H), 8.17 (d, J=8.6 Hz, 1H), 8.12 (d, J=8.0 Hz, 2H), 7.90 (d, J=8.6 Hz, 2H), 7.52 (dd, 
J=7.2, 4.1 Hz, 1H), 7.48 (s, 1H), 7.35 (d, J=4.1 Hz, 1H), 7.29 (dd, J=8.4, 2.3 Hz, 1H), 7.24 (d, 
J=3.3 Hz, 1H), 7.04 (dd, J=5.1, 1.4, 1H), 6.80 (d, J=8.2 Hz, 1H), 5.19 (s, 2H). LRMS: (m/z): 372.3 



(Pyridin-3-yl) methyl 4-(2-hydroxy-5-(thiophen-2-yl) phenylcarbamoyl) benzyl carbamate 
(333) 



(MH + ). 



Example 93 



o 
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Scheme 73 




Step 1. 4-Bromo-2-nitrophenyl acetate (328) 

[0539] A solution of 4-bromo-2-nitrophenol (297, l.OOg, 4.59 mmol) (scheme 65) in acetic 
anhydride (10 mL) was heated in a pressure vessel at 130-140°C for 16h. Most of the solvent was 
evaporated in vacuo and the resulting oil was kept in the freezer for 3 days. Crystallization occurred 
while thawing. The white crystals were suspended in a mixture of EtOAc/hexanes (9:1) and collected 
by filtration affording the title compound 328 (1.03 g, 87% yield). X H NMR: (400 MHz, DMSO-d 6 ) 8 
(ppm): 8.33 (d, J=2.3 Hz, 1H), 8.02 (dd, J=8.6, 2.3 Hz, 1H), 7.45 (d, J=8.6 Hz, 1H), 2.33 (s, 3H). 
LRMS: (m/z): 282.0/284.0 ((M + /M+2)+23). 

Step 2. 2-Nitro-4-(thiophen-2-yl)phenol (298) 

[0540] Following the same procedure as in Example 44, step 2 (scheme 32) but substituting 
bromide 155 for bromide 328 (1.00 g, 3.85 mmol) and boronate 116 for 2-thiophene boronic acid 
(517 mg, 4.04 mmol) and heating at 120°C, the title compound 298 was obtained (270 mg, 32% 
yield). X H NMR: (DMSO-d 6 ) 8 (ppm): 11.21 (bs, 1H), 8.07 (d, J=2.3Hz, 1H), 7.80 (dd, J=8.6, 2.3 Hz, 
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1H), 7.49 (dd, J=3.5, 1.2 Hz, 1H), 7.16 (d, J=8.6 Hz, 1H), 7.11 (dd, J=5.1, 3.5Hz, 1H), 7.07 (d, 
J=8.8 Hz, 1H). 

Step 3. 2-Amino-4-(thiophen-2-yl)phenol (329) 

[0541] Following the same procedure as in Example 51, step 3 (scheme 37) but substituting 
compound 177 for compound 298 (270 mg, 1.22 mmol), the title compound 329 was obtained 
(233 mg, 100% yield). X H NMR: (DMSO-d 6 ) 5 (ppm): 9.21 (bs, 1H), 7.33 (dd, J=5.1, 1.0 Hz, 1H), 
7.14 (dd, J=3.5, 1.2 Hz, 1H), 7.01 (dd, J=5.1, 3.5 Hz, 1H), 6.85 (d, J=2.2 Hz, 1H), 6.63 (d, J=8.0 
Hz, 1H), 6.53 (d, J=8.2 Hz, 1H), 4.65 (bs, 2H). LRMS: (m/z): 192.1 (MH + ). 

Step 4. 0-tert-Butyldimethylsilyl-2-amino-4-(thiophen-2-yl)phenol (330) 
[0542] Following the same procedure as in Example 19, step 2 (scheme 17) but substituting 
compound 90 for compound 329 (233 mg, 1.22 mmol), the title compound 330 was obtained (211 
mg, 57% yield). L H NMR: (DMSO-d 6 ) 8 (ppm): 7.75 (dd, J=5.1, 1.2 Hz, 1H), 7.66 (dd, J=3.5, 1.2 Hz, 
1H), 7.50 (d, J=2.2 Hz, 1H), 7.47 (dd, J=5.3, 3.7 Hz, 1H), 7.28 (dd, J=8.2, 2.2 Hz, 1H), 7.21 (d, 
J=8.2 Hz, 1H), 4.88 (bs, 2H), 1.50 (s, 9H), 0.73 (s, 6H). LRMS: (m/z): 306.3 (MH + ). 

Steps 5 and 6: (Pyridin-3-yl)methyl 4-(2-hydroxy-5-(thiophen-2-yl)phenylcarbamoyl) 
benzylcarbamate (333) 

[0543] To a solution of acid 331 (383 mg, 0.691 mmol) (US 6,174,905 Bl) in DMF (6 ml_) was 
added Et 3 N (194uL, 1.39 mmol) and BOP (954 mg, 2.08 mmol). The mixture was stirred for 15 min. 
and a solution of compound 330 (211 mg, 0.691 mmol) in DMF (4 mL) was added followed by Et 3 N 
(510uL, 3.66 mmol). The mixture was stirred for 16 hours at rt and then concentrated in vacuo at 
80°C. The residue was partitioned between EtOAc and H 2 0, the organic phase was extracted twice 
with HCI IN and the combined acidic extracts were neutralized with saturated NaHC0 3 . A precipitate 
formed which was extracted with EtOAc; the extract was washed with brine, dried over MgS0 4 , 
filtered and concentrated. The resulting material was purified by flash chromatography using as an 
eluent a mixture MeOH/DCM with increasing polarity (7:93 to 10:90) affording the intermediate 
compound 332 (99 mg, 20% yield). X H NMR: (DMSO-d 6 ) 5 (ppm): 10.11 (s, 1H), 8.56 (bs, 2H), 8.51 
(bs, 2H), 8.02 (d, J=7.8 Hz, 2H), 7.92-7.90 (m, 2H), 7.79 (d, J=8.2 Hz, 2H), 7.76-7.74 (m, 2H), 
7.61 (d, J=7.4 Hz, 1H), 7.57 (d, J=5.1 Hz, 1H), 7.53 (d, J=3.5 Hz, 1H), 7.41 (d, J=8.2 Hz, 2H), 
7.38 (d, J=7.8 Hz, 2H), 7.29 (d, J=8.2 Hz, 1H), 7.27 (d, J=5.9 Hz, 1H), 7.16 (dd, J=5.1, 3.7 Hz, 
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1H), 5.08 (s, 2H), 5.07 (s, 2H), 4.28 (d, J=7.2 Hz, 2H), 7.23 (d, J=5.5 Hz, 2H). LRMS: (m/z): 728.3 
(MH + ). 

[0544] To a solution of compound 332 (10 mg, 0.0137mmol) in THF (500uL) was added excess 
NaOH (500ul_ of a solution prepared by dissolving one pellet in lmL of H 2 0). The mixture was stirred 
at 60°C for 1 h, partitioned between EtOAc and H 2 0. The aqueous layer was extracted with EtOAc 
and the organic phase was extracted with HCI IN. The acidic extract was neutralized with saturated 
NaHC0 3 to form a precipitate which was extracted with EtOAc; the extract was washed with brine, 
dried over MgS0 4 , filtered and concentrated. The resulting material was purified by preparative TLC 
using MeOH/DCM (7:93) affording the title compound 333 (2.9 mg, 46% yield). X H NMR: (Acetone-d 5 ) 
8 (ppm): 9.37 (bs, 1H), 9.35 (bs, 1H), 8.47 (d, J=1.2 Hz, 8.38 (d, J=3.9 Hz, 1H), 7.97 (s, 1H), 7.87 
(d, J=8.4 Hz, 2H), 7.64 (d, J=7.4 Hz, 1H), 7.35 (d, J=8.2 Hz, 2H), 7.25 (dd, J=8.4, 2.3 Hz, 1H), 
7.22 (dd, J=5.1, 1.2 Hz, 1H), 7.16 (dd, J=3.7, 1.2 Hz, 1H), 6.93 (d, J=8.1 Hz, 1H), 6.93 (d, J=1.6 
Hz, 1H), 6.86 (d, J=8.4 Hz, 1H), 5.01 (s, 2H), 4.31 (d, J=6.3 Hz, 2H). LRMS: (m/z): 460.2 (MH + ). 



2-(4-(4-Cyanobenzyl)piperazin-l-yl)-N-(2-amino-5-(thiophen-2-yl)phenyl)thiazole-5- 
carboxamide (341) 



Example 94 
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Scheme 74 




340 341 : Example 94 



Step 1: tert-Butyl 4-(4-cyanobenzyl)piperazine-l-carboxylate (336) 
[0545] A solution of tert-butyl piperazine-l-carboxylate (334, 1 g, 5.37 mmol), 3- 
(bromomethyl)benzonitrile (335, 1.26 g, 6,45 mmol) and K 2 C0 3 (1.48 g, 10.74 mmol) in EtOH (20 
mL) was refluxed for four hours. The reaction mixture was then concentrated, diluted with EtOAc (20 
mL) and washed with water (20 mL). The organic phase was separated, dried with Na 2 S0 4 , filtered 
and concentrated. Crude product was purified by flash chromatography using the gradient 10%-25% 
EtOAc in hexanes as an eluentto afford the title compound 336 (1.374 g 85%). MS: calc: 301.3; 
found: 302.1 (M+H) 

Step 2: 4-(4-Cyanobenzyl)piperazine-l-carbothioamide (337) 

[0546] A solution of tert-butyl 4-(4-cyanobenzyl)piperazine-l-carboxylate (336, 1.374 g, 4.56 
mmol) in DCM (5 mL) and TFA (5 mL) was stirred at room temperature for one hour. The reaction 
mixture was concentrated and the residue was added to a solution of thiocarbonyldiimidazole (1.21 
g, 6.84 mmol, 1.5 equiv.) in dry DCM (20 mL) under N 2 at 0°C. Obtained solid was diluted with MeOH 
(20 mL) and transferred to a pressure vial. Ammonia gas was bubbled in for 10 min and the flask 
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was capped and stirred at 80°C for two days. The reaction mixture was concentrated and purified by 
flash chromatography using 60% EtOAc in hexane as an eluent, to afford the title compound 337 
(593 mg, 50% yield). MS: calc: 260.1; found: 261.2(M+H) 

Step 3: Methyl 2-(4-(4-cyanobenzyl)piperazin-l-yl)thiazole-5-carboxylate (338) 
[0547] A solution of (E)-methyl 3-methoxyacrylate (290 mg, 280 ml_, 2.51 mmol) in 1:1 mixture 
of dioxane/water (4 mL) was treated with NBS (507 mg, 2.85 mmol) at 0°C and stirred for 1 hour. 
The mixture was transferred to a flask containing the thioamide 337 (593 mg, 2.28 mmol) at room 
temperature and the resulting mixture was refluxed for 1.5 hours. It was cooled down, quenched by 
adding saturated NH 4 CI solution (5 mL) and concentrated. Obtained material was partitioned between 
EtOAc and water. Organic phase was dried with Na 2 S0 4 , filtered and concentrated. The crude 
product was purified by flash chromatography using 60% EtOAc in hexanes as an eluent, to afford 
the title compound 338 (602 mg, 77% yield). MS: calc: 342.1; found: 343.KM+H) 

Step 4: 2-(4-(4-Cyanobenzyl)piperazin-l-yl)thiazole-5-carboxylic acid (339) 
[0548] 1:1:1 solution of THF/water/MeOH (9 mL) of ester 338 (602 mg, 1.76 mmol) and KOH 
(600 mg, 10.71 mmol, 6 equiv.) was stirred at room temperature for lhour. The reaction mixture 
was then concentrated and partitioned between ether and water. Aqueous layer was collected and 
acidified with 1M HCI solution to pH=3 and extracted with EtOAc (3x5 mL). Organic phase was dried 
with Na 2 S0 4 , filtered and concentrated. Crude product 339 (WO 03/092686) was used directly in 
the next step. MS: calc: 328.1; found: 329.1 (M+H) 

Step 5: tert-Butyl 2-(2-(4-(4-cyanobenzyl)piperazin-l-yl)thiazole-5-carboxamido)-4- 
(thiophen-2-yl)phenylcarbamate (340) 

[0549] A solution of acid 339 (113 mg, 0.34 mmol) amine 178 (100 mg, 0.34 mmol) and BOP 
(152 mg, 0.34 mmol) in pyridine (2 mL) was stirred at room temperature overnight. The reaction 
mixture was concentrated and purified by flash chromatography using gradient eluent 50%-75% 
EtOAc in hexanes to afford the title compound 340 (96 mg, 47% yield). MS: calc: 600.1; found: 
601.3 (M+H) 
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Step 6: 2-(4-(4-Cyanobenzyl)piperazin-l-yl)-N-(2-amino-5-(thiophen-2-yl)phenyl) thiazole-5- 
carboxamide (341) 

[0550] A solution of compound 340 (96 mg, 0.16 mmol) in 1:1 DCMAFA (6 ml_) was stirred at 
room temperature for 1 hour. The mixture was concentrated and purified by flash chromatography 
using EtOAc as an eluent, to afford the title compound 341 (47 mg, 59 % yield). X H NMR: (400.2 
MHz, CD 3 0D) 8 (ppm): 7.95 (br.s, 1H), 7.75 (m, 1H), 7.68 (m, 2H), 7.53 (t, 1H, J=7.6 Hz), 7.42 (s, 
1H), 7.33 (d, 1H, J=8.2 Hz), 7.20 (m, 2H), 7.00 (m, 1H), 6.87 (d, 1H, J=8.3 Hz), 3.72 (s, 2H), 3.60 
(m, 4H), 2.68 (m, 4H). MS: calc: 500.1; found: 501.2 (M+H) 
Example 95 




N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(4-benzylpiperazin-l-yl)benzamide (344) 
Scheme 75 




344: Example 95 



Step 1: ten-Butyl 2-(4-(4-benzylpiperazin-l-yl)benzamido)-4-(thiophen-2- 
yl)phenylcarbamate (343) 

[0551] Following the procedure as described in Example 94, step 5 (scheme 74) but substituting 
2-(4-(4-cyanobenzyl)piperazin-l-yl)thiazole-5-carboxylic acid (339 WO 03/092686)) for 4-(4- 
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benzylpiperazin-l-yDbenzoic acid (342, WO 03/087057) the title compound 343 was obtained in 
18% yield. MS: calc: 568.2; found: 569.3 (M+H) 

Step 2: N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-(4-benzylpiperazin-l-yl)benzamide (344) 
[0552] A solution of compound 343 (36 mg, 0.06 mmol) in 1:1 DCMAFA (6 ml_) was stirred at 
room temperature for 1 hour. The mixture was concentrated and partitioned between water and 
EtOAc. Organic phase was washed with NaHC0 3 solution, dried with Na 2 S0 4 , filtered and 
concentrated to afford the title compound 344 (5 mg, 17% yield). X H NMR: (400.2 MHz, CDCI 3 ) 5 
(ppm): 2.625 (t, J=5Hz, 4H), 3.35 (t, J=5Hz, 4H), 3.59 (s, 2H), 4.00 (s, 2H), 6.84 (d, J=8Hz, 1H), 
6.90 (d, J=9Hz, 2H), 7.01 (m, 1H), 7.16 (m, 2H), 7.25 (m, 6H), 7.50 (s, 1H), 7.75 (s, 1H), 7.81 (d, 
J=9Hz, 2H). MS: calc: 468.0; found: 469.0 (M+H) 



Example 96 




Nl-(2-amino-5-(thiophen-2-yl)phenyl)-N8-phenyloctanediamide (347) 
Scheme 76 




347: Example 96 



Step 1: tert-Butyl 2-(Nl-phenyloctanediamido)-4-(thiophen-2-yl)phenylcarbamate (346) 
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[0553] A solution of methyl 7-(phenylcarbamoyl)heptanoate (345, US Patent 5,369,108) (124 
mg, 0.46 mmol) and KOH (100 mg, 1.77 mmol) in THF/water/MeOH (1:1:1, 9 mL) was stirred at 
room temperature for lhour. The reaction mixture was then concentrated and partitioned between 
ether and water. Aqueous layer was collected, acidified with 1M HCI solution to pH=3 and extracted 
with EtOAc (3x5 mL). Combined organic phase was dried with Na 2 S0 4 , filtered and concentrated. 
Crude acid was diluted in thionyl chloride (3 mL) and DMF (1 drop) and stirred at room temperature 
for 20 min. The reaction mixture was concentrated in vacuo, diluted with THF (3 mL) and cooled to 
0°C. It was treated with Et 3 N (62 mg, 86 L, 0.61 mmol) and amine 178 (120 mg, 0.41 mmol) and 
stirred at 0°C for 30 min. The reaction mixture was quenched by the addition of saturated NH 4 CI 
solution and extracted with EtOAc (3x3 mL). Combined organic phase was dried with Na 2 S0 4 , filtered 
and concentrated. Crude product was purified by flash chromatography using 50% EtOAc in hexanes 
as an eluent, to afford the title compound 346 (111 mg, 52% yield). MS: calc: 521.2; found: 522.3 



Step 2: Nl-(2-Amino-5-(thiophen-2-yl)phenyl)-N8-phenyloctanediamide (347) 
[0554] A solution of compound 346 (111 mg, 0.06 mmol) in 2:1 DCM/TFA (3 mL) was stirred at 
room temperature for 1 hour. The mixture was quenched by addition of saturated NaHC03 solution 
and extracted with DCM. Organic phase was dried with Na 2 S0 4 , filtered and concentrated. Crude 
product was purified by flash chromatography using EtOAc as an eluent to afford the title compound 
347 (20 mg, 22% yield). X U NMR: (400.2 MHz, CD 3 OD) 8 (ppm): 7.51 (br.s. 2H), 7.38 (s, 1H), 7.16- 
7.27 (m, 5H), 6.9-7.1 (m, 2H), 6.84 (m, 1H), 2.42 (m, 4H), 1.76 (m, 4H), 1.49 (m, 4H). MS: calc: 
421.2; found: 422.2 (M+H) 



N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-((l,2-dihydro-2,4-dioxoquinazolin-3(4H)- 
yl)methyl)benzamide (349) 



(M+H) 




Example 97 
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Scheme 77 




Steps 1 and 2: N-(2-Amino-5-(thiophen-2-yl)phenyl)-4-((l,2-dihydro-2,4-dioxo quinazolin- 
3(4H)-yl)methyl)benzamide (349) 

[0555] Following the same procedures as described in Example 52, steps 1 and 2 (scheme 37) 
but substituting acid 182 for 4-((l,2-dihydro-2,4-dioxoquinazolin-3(4H)-yl)methyl)benzoic acid 348 
(WO 03/024448 or JP 20031 37866A); the title compound 349 was obtained in 55% yield. X H NMR 
(DMSO-ds) (ppm): 11.57 (s, 1H), 9.81 (s, 1H), 7.95-7.92 (m, 3H), 7.68 (td, J=7.2, 1.4 Hz, 1H), 7.48 
(d, J=1.8 Hz, 1H), 7.42 (d, J=8.2 Hz, 2H), 7.38 (d, J=5.1 Hz, 1H), 7.34 (dd, J=8.2, 2.0 Hz, 1H), 
7.27 (d, J=3.3 Hz, 1H), 7.24-7.20 (m, 2H), 7.05 (dd, J=4.9, 3.5 Hz, 1H), 6.89 (d, J=8.4 Hz, 1H), 
5.17 (s, 2H). (The NH 2 group is missing, overlapped by H 2 0). MS (m/z): 468.53 (calc) 469.2 (MH+) 
(found). 



Example 98 




NH 2 

tert-Butyl 4-(5-(2-amino-5-(thiophen-2-yl) phenylcarbamoyl) thiophen-2-yl) piperidine-1- 
carboxylate (355) 
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Scheme 78 




354 355: example 98 

Step 1: l-(tert-Butoxycarbonyl)-l,2,3,6-tetrahydropyridin-4-yl trifluoromethanesulfonate 
(351) 

[0556] Butyl lithium (14.96 mmol, 1.4M, 2.09 mL) and diisopropyl amine (14.96 mmol, 10.68 
mL) were added to dry THF at - 78°C to generate LDA in solution. Tert-butyl 4-oxopiperidine-l- 
carboxylate (350, 2.71g, 13.6 mmol) in THF (10 mL) was added to the LDA solution. The resulting 
reaction mixture was warmed to room temperature and allowed to stir for additional 30 minutes, 
cooled to -78°C once again, and /V-phenyltrifluromethanesulfonimide (5.1g, 14.3 mmol) solution in 
THF was added via syringe. The combined reaction mixture was warmed to room temperature and 
allowed to stir for 3 additional hours, quenched with water (50 mL) and extracted with ethyl acetate 
(2 x 50 mL). The extract was dried over sodium sulfate, evaporated and the residue was purified by 
flash chromatography on silica gel, eluent 7:1 mixture hexanes-ethyl acetate, to afford the title 
compound 351 as light yellow oil (2.55g, 57% yield). ^-NMR (DMSO) 5: 6.00 (s, 1H), 3.97 - 3.96 
(m, 2H), 3.53 (t, J=5.7 Hz, 2H), 2.41 - 2.40 (m, 2H), 1.41 (s, 9H). 

Step 2: 5-(l-(tert-butoxycarbonyl)-l,2,3,6-tetrahydropyridin-4-yl)thiophene-2-carboxylic 
acid (353) 

[0557] To a stirred solution of 351 (1.1 g, 3.32 mmol) and 352 (571 mg, 3.32 mmol) in a 2:1 
mixture of DME-water (30 mL), was added Pd(PPh 3 ) 4 (268 mg, 0.232 mmol), tri-o-tolyl phosphine (71 
mg, 0.232 mmol) and potassium carbonate (1.38 g, 9.96 mmol). The reaction mixture was 
degassed with nitrogen for 5 minutes and stirred at 80 °C for 15 hours, cooled, treated with water 
(50 mL) and extracted with ethyl acetate (2 x 40 mL). The organic layer was separated, dried with 
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sodium sulfate and evaporated under reduced pressure to form a residue which was purified by flash 
chromatography, eluting with a gradient solvent system from 2:1 hexanes-ethyl acetate to 1:1 
hexanes-ethyl acetate. A subsequent trituration was performed with 10% ethyl acetate in hexanes for 
15 minutes to afford 353 as a beige solid (330 mg, 33% yield). X H NMR: (DMSO) 8 7.60 (d, J=2.2 
Hz, 1H), 7.14 (d, J=3.7 Hz, 1H), 6.28 - 6.29 (m, 1H), 4.00 - 3.99 (m, 2H), 3.52 (t, J=5.9 Hz, 2H), 
2.45-2.46 (m, 2H), 1.42 (s, 9H). 

Step 3: tert-Butyl 4-(5-(2-nitro-5-(thiophen-2-yl)phenylcarbamoyl)thiophen-2-yl)-5,6- 
dihydropyridine-l(2H)-carboxylate (354) 

[0558] Compound 353 (270 mg, 0.87 mmol), 2-nitro-5-(thiophen-2-yl)benzenamine (3, 193 mg, 
0.87 mmol), and BOP (386 mg, 0.87 mmol) were dissolved in dry pyridine (10 mL). Sodium hydride 
(140 mg, 3.50 mmol) was added and the resulting solution was stirred at room temperature for 2 
hours, quenched with glacial acetic acid (1 mL), and the pyridine was removed under reduced 
pressure. Water (50 mL) was added and the mixture was extracted with ethyl acetate (2 x 50 mL). 
The extract was dried with sodium sulphate and evaporated to yield a residue which was triturated 
with ethyl acetate for 15 minutes, to afford the title compound 354 as a yellow solid (270 mg, 61% 
yield). X H NMR: (DMSO) 8 10.79 (s, 1H), 8.06 - 8.04 (m, 2H), 7.86 (d, J=3.9 Hz, 1H), 7.75 - 7.68 
(m, 3H), 7.25 - 7.20 (m, 2H), 6.32 (s, 1H), 4.04 - 4.01 (m, 2H), 3.54 (t, J=5.3 Hz, 2H), 1.43 (s, 
9H). 

Step 4: tert-Butyl 4-(5-(2-amino-5-(thiophen-2-yl)phenylcarbamoyl)thiophen-2-yl)piperidine- 
1-carboxylate (355) 

[0559] To a stirred solution of 354 (270 mg, 0.53 mmol) in methanol (25 mL) was added 10 % 
palladium on charcoal (150 mg). The resulting mixture was purged with H 2 gas and stirred under a 
hydrogen atmosphere for 3 days, filtered through a celite pad, evaporated and purified by flash 
chromatography, eluent 1:1 hexanes-ethyl acetate, to afford the title compound 355 as a white solid 
(24 mg, 10% yield). X H NMR: (CD 3 OD) 8 7.73 (d, J=3.3 Hz, 1H), 7.45 (d, J=2.1 Hz, 1H), 7.34 (dd, 
J=8.2, 2.2 Hz, 1H), 7.23 - 7.19 (m, 2H), 7.01 (dd, J=4.7, 3.7 Hz, 1H), 6.96 (d, J=3.9 Hz, 1H), 6.88 
(d, J=8.1 Hz, 1H), 4.17 (d, J=13.1 Hz, 2H), 3.00 - 2.90 (m, 2H), 2.04 (d, J=12.1 Hz, 2H), 1.60 - 
1.54 (m, 2H). 
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Example 99 




N-(2-amino-5-(thiophen-2-yl)phenyl)-2-(2-morpholinoethyl)-l,3-dioxoisoindoline-5- 
carboxamide (358) 
Scheme 79 




358: Example 99 

Step 1: 2-(2-Morpholinoethyl)-l,3-dioxoisoindoline-5-carboxylic acid (357) 
[0560] 1,2,4-Benzenetricarboxylic anhydride (356, 0.487g, 2.53 mmol) and 4-(2- 
aminoethyDmorpholine (0.33g, 2.53 mmol) were allowed to stir 2 hours at 130°C in acetic acid (10 
rriL). The reaction mixture was then cooled to room temperature and the precipitated solid was 
collected by filtration, washed with H 2 0 and dried under vacuum, to afford title compound 357 as a 
white powder (0.63g, 82% yield). X H NMR (DMSO) 5 (ppm): 8.26 (dd, J= 7.6, 1.4 Hz, 1H), 8.15 (dd, 
J= 1.4, 0.6 Hz, 1H), 7.92 (dd, J= 7.6, 0.6 Hz, 1H), 3.73 (t, J= 6.5 Hz, 2H), 3.50 (t, J= 4.5 Hz, 4H), 
2.59 (t, J= 6.5 Hz, 2H), 2.47 (overlapped with DMSO, 4H). MS: 304.3 (calc), 305.1 (obs). 
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Step 2 and 3: N-(2-Amino-5-(thiophen-2-yl)phenyl)-2-(2-morpholinoethyl)-l,3- 
dioxoisoindoline-5-carboxamide (358) 

[0561] Following the same procedures outlined in Example 71a, steps 2 and 3 (scheme 54) but 
substituting 3,4-dimethoxybenzoic acid (257a) for compound 357, the title compound 358 was 
obtained in 18% yield (over the two steps). L H NMR: (DMSO) 8 (ppm): 10.03 (s, 1H), 8.45 (s, 1H), 
8.38 (d, J= 7.6 Hz, 1H), 7.99 (d, J= 7.6 Hz, 1H), 7.44 (d, J= 2.0 Hz, 1H), 7.32 (dd, J= 11.9, 5.1 
Hz, 1H), 7.28 (d, J= 2.0 Hz, 1H), 7.03 (d, J= 4.9 Hz, 1H), 6.78 (d, J= 8.2 Hz, 1H), 5.27 (s, 2H), 
3.73 (t, J= 6.3 Hz, 2H), 3.48 (m, 4H), 2.54 (t, J= 6.5 Hz, 2H), 2.41 (m, 4H). MS: 476.15 (calc), 
477.2 (obs). 



Example 100 

H 2 N 




N-(2-amino-5-(lH-imidazol-l-yl)phenyl)-4-methoxybenzamide (361) 
Scheme 80 




359 360 361: Example 100 



Step 1: 5-(lH-imidazol-l-yl)-2-nitrobenzenamine (360) 

[0562] Following the same procedure as described in Example 1, step 1 (scheme 1) but 
substituting l-bromo-4-nitrobenzene (1) for l-(4-nitrophenyl)-l H-imidazole (359), title compound 360 
was obtained in 32% yield. MS: 204.06 (calc), 205.1 (found). 

Steps 2 and 3: N-(2-amino-5-(lH-imidazol-l-yl)phenyl)-4-methoxybenzamide (361) 
[0563] Following the same procedure as described in Example 19, steps 3 and 4 (scheme 17) 
but substituting compound 91 for compound 360, the title compound 361 was obtained in 10.5% 
yield (over 2 steps). X H NMR: (DMSO) 8 (ppm): 9.62 (s, 1H), 7.96 (d, J= 9.0 Hz, 3H), 7.52 (m, 1H), 
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7.42 (d, J= 2.5 Hz, 1H), 7.19 (dd, J= 8.6, 2.5 Hz, 1H), 7.04 (d, J= 8.8 Hz, 2H), 7.03 (s, 1H), 6.85 
(d, J= 8.4 Hz, 1H), 5.11 (s, 2H), 3.83 (s, 3H). MS: 308.13 (calc), 309.2 (obs). 

Pharmaceutical Compositions 

[0564] In a second aspect, the invention provides pharmaceutical compositions comprising an 
inhibitor of histone deacetylase according to the invention and a pharmaceutically acceptable carrier, 
excipient, or diluent. Compounds of the invention may be formulated by any method well known in the 
art and may be prepared for administration by any route, including, without limitation, parenteral, 
oral, sublingual, transdermal, topical, intranasal, intratracheal, or intrarectal. In certain preferred 
embodiments, compounds of the invention are administered intravenously in a hospital setting. In 
certain other preferred embodiments, administration may preferably be by the oral route. 
[0565] The characteristics of the carrier will depend on the route of administration. As used 
herein, the term "pharmaceutically acceptable" means a non-toxic material that is compatible with a 
biological system such as a cell, cell culture, tissue, or organism, and that does not interfere with the 
effectiveness of the biological activity of the active ingredient(s). Thus, compositions according to the 
invention may contain, in addition to the inhibitor, diluents, fillers, salts, buffers, stabilizers, 
solubilizers, and other materials well known in the art. The preparation of pharmaceutically 
acceptable formulations is described in, e.g., Remington's Pharmaceutical Sciences, 18th Edition, 
ed. A. Gennaro, Mack Publishing Co., Easton, PA, 1990. 

[0566] As used herein, the term pharmaceutically acceptable salts refers to salts that retain the 
desired biological activity of the above-identified compounds and exhibit minimal or no undesired 
toxicological effects. Examples of such salts include, but are not limited to acid addition salts formed 
with inorganic acids (for Example, hydrochloric acid, hydrobromic acid, sulfuric acid, phosphoric 
acid, nitric acid, and the like), and salts formed with organic acids such as acetic acid, oxalic acid, 
tartaric acid, succinic acid, malic acid, ascorbic acid, benzoic acid, tannic acid, pamoic acid, alginic 
acid, polyglutamic acid, naphthalenesulfonic acid, naphthalenedisulfonic acid, and polygalacturonic 
acid. The compounds can also be administered as pharmaceutically acceptable quaternary salts 
known by those skilled in the art, which specifically include the quaternary ammonium salt of the 
formula -NR + Z-, wherein R is hydrogen, alkyl, or benzyl, and Z is a counterion, including chloride, 
bromide, iodide, -O-alkyl, toluenesulfonate, methylsulfonate, sulfonate, phosphate, or carboxylate 
(such as benzoate, succinate, acetate, glycolate, maleate, malate, citrate, tartrate, ascorbate, 
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benzoate, cinnamoate, mandeloate, benzyloate, and diphenylacetate). As used herein, the term "salt" 
is also meant to encompass complexes, such as with an alkaline metal or an alkaline earth metal. 
[0567] The active compound is included in the pharmaceutically acceptable carrier or diluent in 
an amount sufficient to deliver to a patient a therapeutically effective amount without causing serious 
toxic effects in the patient treated. A preferred dose of the active compound for all of the above- 
mentioned conditions is in the range from about 0.01 to 300 mg/kg, preferably 0.1 to 100 mg/kg 
per day, more generally 0.5 to about 25 mg per kilogram body weight of the recipient per day. A 
typical topical dosage will range from 0.01-3% wt/wt in a suitable carrier. The effective dosage 
range of the pharmaceutically acceptable derivatives can be calculated based on the weight of the 
parent compound to be delivered. If the derivative exhibits activity in itself, the effective dosage can 
be estimated as above using the weight of the derivative, or by other means known to those skilled in 
the art. 

Inhibition of Histone Deacetylase 

[0568] In a third aspect, the invention provides a method of inhibiting histone deacetylase in a 
cell, comprising contacting a cell in which inhibition of histone deacetylase is desired with an inhibitor 
of histone deacetylase according to the invention. Because compounds of the invention inhibit 
histone deacetylase, they are useful research tools for in vitro study histone deacetylases and their 
role in biological processes. In addition, the compounds of the invention selectively inhibit certain 
isoforms of HDAC. 

[0569] Measurement of the enzymatic activity of a histone deacetylase can be achieved using 
known methodologies. For Example, Yoshida et al., J. Biol. Chem., 265: 17174-17179 (1990), 
describes the assessment of histone deacetylase enzymatic activity by the detection of acetylated 
histones in trichostatin A treated cells. Taunton et al., Science, 272: 408-411 (1996), similarly 
describes methods to measure histone deacetylase enzymatic activity using endogenous and 
recombinant HDAC-1. 

[0570] In some preferred embodiments, the histone deacetylase inhibitor interacts with and 
reduces the activity of all histone deacetylases in the cell. In some other preferred embodiments 
according to this aspect of the invention, the histone deacetylase inhibitor interacts with and reduces 
the activity of fewer than all histone deacetylases in the cell. In certain preferred embodiments, the 
inhibitor interacts with and reduces the activity of one histone deacetylase (e.g., HDAC-1), but does 
not interact with or reduce the activities of other histone deacetylases (e.g., HDAC-2, HDAC-3, HDAC- 
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4, HDAC-5, HDAC-6, HDAC-7, and HDAC-8). As discussed below, certain particularly preferred histone 
deacetylase inhibitors are those that interact with, and reduce the enzymatic activity of, a histone 
deacetylase that is involved in tumorigenesis. Certain other preferred histone deacetylase inhibitors 
interact with and reduce the enzymatic activity of a fungal histone deacetylase. 
[0571] Preferably, the method according to the third aspect of the invention causes an inhibition 
of cell proliferation of the contacted cells. The phrase "inhibiting cell proliferation" is used to denote 
an ability of an inhibitor of histone deacetylase to retard the growth of cells contacted with the 
inhibitor as compared to cells not contacted. An assessment of cell proliferation can be made by 
counting contacted and non-contacted cells using a Coulter Cell Counter (Coulter, Miami, FL) or a 
hemacytometer. Where the cells are in a solid growth (e.g., a solid tumor or organ), such an 
assessment of cell proliferation can be made by measuring the growth with calipers and comparing 
the size of the growth of contacted cells with non-contacted cells. 

[0572] Preferably, growth of cells contacted with the inhibitor is retarded by at least 50% as 
compared to growth of non-contacted cells. More preferably, cell proliferation is inhibited by 100% 
(i.e., the contacted cells do not increase in number). Most preferably, the phrase "inhibiting cell 
proliferation" includes a reduction in the number or size of contacted cells, as compared to non- 
contacted cells. Thus, an inhibitor of histone deacetylase according to the invention that inhibits cell 
proliferation in a contacted cell may induce the contacted cell to undergo growth retardation, to 
undergo growth arrest, to undergo programmed cell death (i.e., to apoptose), or to undergo necrotic 
cell death. 

[0573] The cell proliferation inhibiting ability of the histone deacetylase inhibitors according to 
the invention allows the synchronization of a population of asynchronously growing cells. For 
Example, the histone deacetylase inhibitors of the invention may be used to arrest a population of 
non-neoplastic cells grown in vitro in the Gl or G2 phase of the cell cycle. Such synchronization 
allows, for Example, the identification of gene and/or gene products expressed during the Gl or G2 
phase of the cell cycle. Such synchronization of cultured cells may also be useful for testing the 
efficacy of a new transfection protocol, where transfection efficiency varies and is dependent upon 
the particular cell cycle phase of the cell to be transfected. Use of the histone deacetylase inhibitors 
of the invention allows the synchronization of a population of cells, thereby aiding detection of 
enhanced transfection efficiency. 
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[0574] In some preferred embodiments, the contacted cell is a neoplastic cell. The term 
"neoplastic cell" is used to denote a cell that shows aberrant cell growth. Preferably, the aberrant cell 
growth of a neoplastic cell is increased cell growth. A neoplastic cell may be a hyperplastic cell, a 
cell that shows a lack of contact inhibition of growth in vitro, a benign tumor cell that is incapable of 
metastasis in vivo, or a cancer cell that is capable of metastasis in vivo and that may recur after 
attempted removal. The term "tumorigenesis" is used to denote the induction of cell proliferation that 
leads to the development of a neoplastic growth. In some embodiments, the histone deacetylase 
inhibitor induces cell differentiation in the contacted cell. Thus, a neoplastic cell, when contacted with 
an inhibitor of histone deacetylase may be induced to differentiate, resulting in the production of a 
non-neoplastic daughter cell that is phylogenetically more advanced than the contacted cell. 
[0575] In some preferred embodiments, in neoplastic cells, antitumor activity of an HDAC 
inhibitor can be assessed by analyzing expression of certain tumor suppressor genes, such as 
p2]_wAFi/ci P i_ HDAC inhibitors induce p21 WAF1/C pl expression in human cancer cells, which leads to 
retardation of cell proliferation. 

[0576] In some preferred embodiments, the contacted cell is in an animal. Thus, the invention 
provides a method for treating a cell proliferative disease or condition in an animal, comprising 
administering to an animal in need of such treatment a therapeutically effective amount of a histone 
deacetylase inhibitor of the invention. Preferably, the animal is a mammal, more preferably a 
domesticated mammal. Most preferably, the animal is a human. 

[0577] The term "cell proliferative disease or condition" is meant to refer to any condition 
characterized by aberrant cell growth, preferably abnormally increased cellular proliferation. 
Examples of such cell proliferative diseases or conditions include, but are not limited to, cancer, 
restenosis, and psoriasis. In particularly preferred embodiments, the invention provides a method for 
inhibiting neoplastic cell proliferation in an animal comprising administering to an animal having at 
least one neoplastic cell present in its body a therapeutically effective amount of a histone 
deacetylase inhibitor of the invention. 

[0578] It is contemplated that some compounds of the invention have inhibitory activity against a 
histone deacetylase from a protozoal source. Thus, the invention also provides a method for treating 
or preventing a protozoal disease or infection, comprising administering to an animal in need of such 
treatment a therapeutically effective amount of a histone deacetylase inhibitor of the invention. 
Preferably the animal is a mammal, more preferably a human. Preferably, the histone deacetylase 
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inhibitor used according to this embodiment of the invention inhibits a protozoal histone deacetylase 
to a greater extent than it inhibits mammalian histone deacetylases, particularly human histone 
deacetylases. 

[0579] The present invention further provides a method for treating a fungal disease or infection 
comprising administering to an animal in need of such treatment a therapeutically effective amount of 
a histone deacetylase inhibitor of the invention. Preferably the animal is a mammal, more preferably a 
human. Preferably, the histone deacetylase inhibitor used according to this embodiment of the 
invention inhibits a fungal histone deacetylase to a greater extent than it inhibits mammalian histone 
deacetylases, particularly human histone deacetylases. 

[0580] The term "therapeutically effective amount" is meant to denote a dosage sufficient to 
cause inhibition of histone deacetylase activity in the cells of the subject, or a dosage sufficient to 
inhibit cell proliferation or to induce cell differentiation in the subject. Administration may be by any 
route, including, without limitation, parenteral, oral, sublingual, transdermal, topical, intranasal, 
intratracheal, or intrarectal. In certain particularly preferred embodiments, compounds of the 
invention are administered intravenously in a hospital setting. In certain other preferred 
embodiments, administration may preferably be by the oral route. 
[0581] When administered systemically, the histone deacetylase inhibitor is preferably 
administered at a sufficient dosage to attain a blood level of the inhibitor from about 0.01 jxM to 
about 100 nM, more preferably from about 0.05 |j.M to about 50 \M, still more preferably from 
about 0.1 to about 25 ^M, and still yet more preferably from about 0.5 to about 25 ^.M. For 
localized administration, much lower concentrations than this may be effective, and much higher 
concentrations may be tolerated. One of skill in the art will appreciate that the dosage of histone 
deacetylase inhibitor necessary to produce a therapeutic effect may vary considerably depending on 
the tissue, organ, or the particular animal or patient to be treated. 

[0582] In certain preferred embodiments of the third aspect of the invention, the method further 
comprises contacting the cell with an antisense oligonucleotide that inhibits the expression of a 
histone deacetylase. The combined use of a nucleic acid level inhibitor (e.g., antisense 
oligonucleotide) and a protein level inhibitor (i.e., inhibitor of histone deacetylase enzyme activity) 
results in an improved inhibitory effect, thereby reducing the amounts of the inhibitors required to 
obtain a given inhibitory effect as compared to the amounts necessary when either is used 
individually. The antisense oligonucleotides according to this aspect of the invention are 



10/574,088 
Substitute specification 



392 



complementary to regions of RNA or double-stranded DNA that encode HDAC-1, HDAC-2, HDAC-3, 
HDAC-4, HDAC-5, HDAC-6, HDAC-7, and/or HDAC-8 (see e.g., GenBank Accession Number U50079 
for HDAC-1, GenBank Accession Number U31814 for HDAC-2, and GenBank Accession Number 
U75697 for HDAC-3). 

[0583] For purposes of the invention, the term "oligonucleotide" includes polymers of two or 
more deoxyribonucleosides, ribonucleosides, or 2'-substituted ribonucleoside residues, or any 
combination thereof. Preferably, such oligonucleotides have from about 6 to about 100 nucleoside 
residues, more preferably from about 8 to about 50 nucleoside residues, and most preferably from 
about 12 to about 30 nucleoside residues. The nucleoside residues may be coupled to each other by 
any of the numerous known internucleoside linkages. Such internucleoside linkages include without 
limitation phosphorothioate, phosphorodithioate, alkylphosphonate, alkylphosphonothioate, 
phosphotriester, phosphoramidate, siloxane, carbonate, carboxymethylester, acetamidate, 
carbamate, thioether, bridged phosphoramidate, bridged methylene phosphonate, bridged 
phosphorothioate and sulfone internucleoside linkages. In certain preferred embodiments, these 
internucleoside linkages may be phosphodiester, phosphotriester, phosphorothioate, or 
phosphoramidate linkages, or combinations thereof. The term oligonucleotide also encompasses 
such polymers having chemically modified bases or sugars and/ or having additional substituents, 
including without limitation lipophilic groups, intercalating agents, diamines and adamantane. 
[0584] For purposes of the invention the term "2'-substituted ribonucleoside" includes 
ribonucleosides in which the hydroxyl group at the 2' position of the pentose moiety is substituted to 
produce a 2'-0-substituted ribonucleoside. Preferably, such substitution is with a lower alkyl group 
containing 1-6 saturated or unsaturated carbon atoms, or with an aryl or allyl group having 2-6 
carbon atoms, wherein such alkyl, aryl or allyl group may be unsubstituted or may be substituted, 
e.g., with halo, hydroxy, trifluoromethyl, cyano, nitro, acyl, acyloxy, alkoxy, carboxyl, carbalkoxyl, or 
amino groups. The term "2' substituted ribonucleoside" also includes ribonucleosides in which the 2'- 
hydroxyl group is replaced with an amino group or with a halo group, preferably fluoro. 
[0585] Particularly preferred antisense oligonucleotides utilized in this aspect of the invention 
include chimeric oligonucleotides and hybrid oligonucleotides. 

[0586] For purposes of the invention, a "chimeric oligonucleotide" refers to an oligonucleotide 
having more than one type of internucleoside linkage. One preferred Example of such a chimeric 
oligonucleotide is a chimeric oligonucleotide comprising a phosphorothioate, phosphodiester or 
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phosphorodithioate region, preferably comprising from about 2 to about 12 nucleotides, and an 
alkylphosphonate or alkylphosphonothioate region (see e.g., Pederson et al. U.S. Patent Nos. 
5,635,377 and 5,366,878). Preferably, such chimeric oligonucleotides contain at least three 
consecutive internucleoside linkages selected from phosphodiester and phosphorothioate linkages, 
or combinations thereof. 

[0587] For purposes of the invention, a "hybrid oligonucleotide" refers to an oligonucleotide 
having more than one type of nucleoside. One preferred Example of such a hybrid oligonucleotide 
comprises a ribonucleotide or 2'-substituted ribonucleotide region, preferably comprising from about 
2 to about 12 2'-substituted nucleotides, and a deoxyribonucleotide region. Preferably, such a hybrid 
oligonucleotide contains at least three consecutive deoxyribonucleosides and also contains 
ribonucleosides, 2'-substituted ribonucleosides, preferably 2'-0-substituted ribonucleosides, or 
combinations thereof (see e.g., Metelev and Agrawal, U.S. Patent No. 5,652,355). 
[0588] The exact nucleotide sequence and chemical structure of an antisense oligonucleotide 
utilized in the invention can be varied, so long as the oligonucleotide retains its ability to inhibit 
expression of the gene of interest. This is readily determined by testing whether the particular 
antisense oligonucleotide is active. Useful assays for this purpose include quantitating the mRNA 
encoding a product of the gene, a Western blotting analysis assay for the product of the gene, an 
activity assay for an enzymatically active gene product, or a soft agar growth assay, or a reporter 
gene construct assay, or an in vivo tumor growth assay, all of which are described in detail in this 
specification or in Ramchandani et al. (1997) Proc. Natl. Acad. Sci. USA 94: 684-689. 
[0589] Antisense oligonucleotides utilized in the invention may conveniently be synthesized on a 
suitable solid support using well known chemical approaches, including H-phosphonate chemistry, 
phosphoramidite chemistry, or a combination of H-phosphonate chemistry and phosphoramidite 
chemistry (i.e., H-phosphonate chemistry for some cycles and phosphoramidite chemistry for other 
cycles). Suitable solid supports include any of the standard solid supports used for solid phase 
oligonucleotide synthesis, such as controlled-pore glass (CPG) (see, e.g., Pon, R.T. (1993) Methods 
in Molec. Biol. 20: 465-496). 

[0590] Particularly preferred oligonucleotides have nucleotide sequences of from about 13 to 
about 35 nucleotides which include the nucleotide sequences shown in Table 4. Yet additional 
particularly preferred oligonucleotides have nucleotide sequences of from about 15 to about 26 
nucleotides of the nucleotide sequences shown in Table 1. 
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5'-UTR 
5'-UTR 
3'-UTR 


3'-UTR 

3'-UTR 

3'-UTR 
3'-UTR 


3'-UTR 

5'-UTR 
3'-UTR 


ll 


5'-GTTAGGTGAGGCACTGAGGA-3' 

5'-GCTGAGCTGTTCTGATTTGG-3' 
5'-CGTGAGCACTTCTCATTTCC-3' 


5'-CGCTTTCCTTGTCATTGACA-3' 
5'-GCCTTTCCTACTCATTGTGT-3' 

5-GCTGCCTGCCGTGCCCACCC-3' 
5'-CGTGCCTGCGCTGCCCACGG-3' 
5'-TACAGTCCATGCAACCTCCA-3' 


5'-ATCAGTCCAACCAACCTCGT-3' 

5'-CTTCGGTCTCACCTGCTTGG-3' 

5'-CAGGCTGGAATGAGCTACAG-3' 
5'-GACGCTGCAATCAGGTAGAC-3' 


5'-CTTCAGCCAGGATGCCCACA-3' 

5'-CTCCGGCTCCTCCATCTTCC-3' 
5'-AGCCAGCTGCCACTTGATGC-3' 


Nucleotide Position 
1585-1604 


1585-1604 

1643-1622 
1643-1622 


1276-1295 
1276-1295 

514-33 
514-33 
7710-29 


7710-29 

2663-2682 

3791-3810 
3791-3810 


2896-2915 

51-70 
1328-1347 


111! 


U50079 

U31814 
U31814 


AF039703 
AF039703 

AB006626 
AB006626 
AB006626 


AB006626 

AF039691 

AJ011972 
AJ011972 


AF239243 

AF230097 
AF230097 


Target 

Human HDACl 


Human HDACl 

Human HDAC2 
Human HDAC2 


Human HDAC3 
Human HDAC3 

Human HDAC4 
Human HDAC4 
Human HDAC4 


Human HDAC4 

Human HDAC5 

Human HDAC6 
Human HDAC6 


Human HDAC7 

Human HDAC8 
Human HDAC8 


Oligo 

HDACl ASl 


?! si 


HDAC3 AS 
HDAC3 MM 

HDAC4 ASl 
HDAC4 MMl 
HDAC4 AS2 


1 s si 


HDAC7 AS 

HDAC8 ASl 
HDAC8 AS2 



[0591] The following Examples are intended to further illustrate certain preferred embodiments 
of the invention, and are not intended to limit the scope of the invention. 

ASSAY EXAMPLES 
Assay Example 1 
Inhibition of Histone Deacetylase Enzymatic (HDAC-1) Activity 

[0592] The following protocol was used to assay the compounds of the invention. In the assay, 
the buffer used was 25mM HEPES, pH 8.0, 137mM NaCI, 2.7mM KCI, ImM MgCI 2 and the subtrate 
was Boc-Lys(Ac)-AMC in a 50mM stock solution in DMSO. The enzyme stock solution was 4.08 
ug/mL in buffer. 

[0593] The compounds were pre-incubated (2ul in DMSO diluted to 13 nl in buffer for transfer to 
assay plate) with enzyme (20^-1 of 4.08ng/ml) for 10 minutes at room temperature (35^1 pre- 
incubation volume). The mixture was pre-incubated for 5 minutes at room temperature. The reaction 
was started by bringing the temperature to 37°C and adding 16 ul substrate. Total reaction volume 
was 501. The reaction was stopped after 20 minutes by addition of 50^ developer, prepared as 
directed by Biomol ( Fluor-de-Lys developer, Cat. # KI-105). A plate was incubated in the dark for 10 
minutes at room temperature before reading (A. Ex =360nm, A. E m=470nm, Cutoff filter at 435nm). 

TABLE 5: INHIBITION OF HISTONE DEACETYLASE* 



Cpd 


Name 


HDAC-1 
(uM) 


6 


/V-[2-amino-5-(2-thienyl)phenyl]-4-{[(3,4-dimethoxyphenyl)amino]methyl}benzamide 


a 


12 


/V-[2-amino-5-(2-thienyl)phenyl]-4-{[(3-fluoro-4-methoxyphenyl)amino]methyl}benzamide 


a 


23 


/V-[2-amino-5-(2-thienyl)phenyl]-l-(3,4,5-trimethoxybenzyl) indoline-6-carboxamide 


a 


29 


/V-[2-amino-5-(2-thienyl)phenyl]-5-{[(3,4,5-trimethoxyphenyl)amino]methyl}-l-benzofuran- 
2-carboxamide 


a 


43 


/V-[2-amino-5-(2-thienyl)phenyl]-4-{[(4-pyridin-3-ylpyrimidin-2-yl)amino]methyl}benzamide 


a 


50 


/V-[2-amino-5-(2-thienyl)phenyl]-4-[({6-[2-(dimethylamino)ethoxy]-lH-benzimidazol-2- 
yl}thio)methyl]benzamide 


a 


67 


(2E)trans-/V-[2-amino-5-(2-thienyl)phenyl]-3-(4-{[(3,4,5- 
trimethoxyphenyl)amino]methyl}phenyl)acrylamide 


a 


90 


/V-[2-amino-5-(3-thienyl)phenyl]-4-{[(3,4-dimethoxyphenyl)amino]methyl}benzamide 


a 


91 


/V-[2-amino-5-(3-furanyl)phenyl]-4-{[(3,4-dimethoxyphenyl)amino]methyl}benzamide 


a 


92 


/V-[2-amino-5-(phenyl)phenyl]-4-{[(3,4-dimethoxyphenyl)amino]methyl}benzamide 


a 
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Cpd 


Name 


HDAC-1 
(|jM) 


B 


N-(2-annino-4,5-difluorophenyl)-4-{[(3,4-dirnethoxyphenyl)aiTiino]iTiethyl}benzaiTiide 


b 


5 


4-[(3,4-dimethoxy-phenylamino)-methyl]-N-(2-nitro-5-thiophen-2-yl-phenyl)-benzamide 


c 


15 


4-[(3,4-dimethoxy-phenylamino)-methyl]-N-(2-nitro44hiophen-2-yl-phenyl)-benzamide 


c 


16 


W-[2-amino4-(24hienyl)phenyl]4-{[(34-dimethoxyphenyl)amino]methyl}benzamide 


b 


18 


W-(2-amino4-bromophenyl)4-{[(34-dimethoxyphenyl)amino]methyl}benzamide 


b 


32 


4-{[(34-dimethoxyphenyl)amino]methyl}-N-[3-(2-thienyl)phenyl]benzamide 


c 


33 


4-{[(34-dimethoxyphenyl)amino]methyl}-N-[3-flurophenyl]benzamide 


a 


34 


W-(3-aminO-2-naphthyl)4-{[(34-dimethoxyphenyl)amino]methyl}benzamide 


c 


35 


N-(2-amino-5-chloro4-fluorophenyl)4-{[(34-dimethoxyphenyl)amino]methyl}benzamide 


b 


36 


/V-(2-amino4,5-dichlorophenyl)4-{[(34-dimethoxyphenyl)amino]methyl}benzamide 


b 


61 


/V-(4-amino-5-phenyl-3-thienyl)4-{[(34-dimethoxyphenyl)amino]methyl}benzamide 


c 


62 


/V-(3-aminO-2,2'-bithien4-yl)4-{[(34-dimethoxyphenyl)amino]methyl}benzamide 


c 


68 


N-(2-amino-5-butylphenyl)4-{[(34-dimethoxyphenyl)amino]methyl}benzamide 


b 


69 


/V-(2-amino-5-butylphenyl)4-methylbenzamide 


b 


71 


/V-(2-amino4-butylphenyl)4-methylbenzamide 


c 


76 


/V-[2-amino-5-(3-hydroxyprop-l-yn-l-yl)phenyl]4-{[(34" 
dimethoxyphenyl)amino]methyl}benzamide 


a 


87 


N-(2-amino-5-bromophenyl)4-{[(34"diiriethoxyphenyl)arnino]rnethyl}benzarnide 


b 


88 


N-{2-amino-5-[(lE)-3-amino-3-oxoprop-l-en-l-yl]phenyl}-4-{[(3,4- 
dimethoxyphenyl)amino]methyl}benzamide 


b 


93 


/V-[2-amino-5-(trifluoromethyl)phenyl]4-{[(34- 
dimethoxyphenyl)amino]methyl}benzamide; 


d 


94 


/V-[2,6-diaminophenyl]4-{[(34-dimethoxyphenyl)amino]methyl}benzamide 


b 



*data above the bold line is for compounds having a planar ring structure para to the anilinyl amino 
{i.e., compounds of the invention); cells with two symbols are for results from two measurements. 
Unless specified otherwise, in all the tables in this specification: 
a<l;l<b<20;c>20;d=9999 

[0594] Tables 6A and 6b below display comparative data for the compounds of the invention 
demonstrating the increased HDAC-1 inhibitory activity resulting from incorporating a planar 
substituent. 
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Table 6A 



Compound 


STRUCTURE 


HDAC-l 
activity 
(Mm) 


AAA 


MeCr^^ N ^if^l^ H ^^^j 


a 


A 


X JL ^ ^ 

CF 3 


b 


87 


Xjl ^ ^ 

Br 


b 


6 


MeO^C^N-^Y^l NH2 


a 


7 




a 


8 




a 
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OCH 3 






67 




"1 h T 2 

o 


a 



Assay Example 2 

Antineoplastic Effects of Histone Deacetylase 
Inhibitors on Human Tumor Xenografts In Vivo 

[0595] Eight to ten week old female BCD1 mice (Taconic Labs, Great Barrington, NY) were 

injected subcutaneously in the flank area with 2 x 10 6 preconditioned HCT116 human colorectal 

carcinoma cells, A549 human lung cancer, SW48 human colorectal cancer, A431 vulval caracinoma 

and colo205 human colorectal cancer. Preconditioning of these cells was done by a minimum of 

three consecutive tumor transplantations in the same strain of nude mice. Subsequently, tumor 

fragments of approximately 30 mgs were excised and implanted subcutaneously in mice, in the left 

flank area, under Forene anesthesia (Abbott Labs, Geneva, Switzerland). When the tumors reached a 

mean volume of 100 mm 3 , the mice were treated intravenously, subcutaneously, or intraperitoneal^ 

by daily injection, with a solution of the histone deacetylase inhibitor in an appropriate vehicle, such 

as PBS, DMSO/water, or Tween 80/water, at a starting dose of 10 mg/kg. The optimal dose of the 

HDAC inhibitor was established by dose response experiments according to standard protocols. 

Tumor volume was calculated every second day post infusion according to standard methods (e.g., 

Meyer etal., Int. J. Cancer A3: 851-856 (1989)). Treatment with the HDAC inhibitors according to 

the invention caused a significant reduction in tumor weight and volume relative to controls treated 

with vehicle only [i.e., no HDAC inhibitor). The results for histone deacetylase inhibitors compounds 6, 

29, 67, 258aa, and 43 are displayed in Figures 1-10. 

Assay Example 3 

Combined Antineoplastic Effect of Histone Deacetylase Inhibitors and Histone Deacetylase 

Antisense Oligonucleotides on Tumor Cells In Vivo 
[0596] The purpose of this Example is to illustrate the ability of the combined use of a histone 
deacetylase inhibitor of the invention and a histone deacetylase antisense oligonucleotide to enhance 
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inhibition of tumor growth in a mammal. Preferably, the antisense oligonucleotide and the HDAC 

inhibitor inhibit the expression and activity of the same histone deacetylase. 

[0597] Mice bearing implanted HCT1 16 tumors (mean volume 100 mm 3 ) are treated daily with 

saline preparations containing from about 0.1 mg to about 30 mg per kg body weight of histone 

deacetylase antisense oligonucleotide. A second group of mice is treated daily with pharmaceutically 

acceptable preparations containing from about 0.01 mg to about 5 mg per kg body weight of HDAC 

inhibitor. 

[0598] Some mice receive both the antisense oligonucleotide and the HDAC inhibitor. Of these 
mice, one group may receive the antisense oligonucleotide and the HDAC inhibitor simultaneously 
intravenously via the tail vein. Another group may receive the antisense oligonucleotide via the tail 
vein, and the HDAC inhibitor subcutaneously. Yet another group may receive both the antisense 
oligonucleotide and the HDAC inhibitor subcutaneously. Control groups of mice are similarly 
established which receive no treatment (e.g., saline only), a mismatch antisense oligonucleotide only, 
a control compound that does not inhibit histone deacetylase activity, and a mismatch antisense 
oligonucleotide with a control compound. 

[0599] Tumor volume is measured with calipers. Treatment with the antisense oligonucleotide 
plus the histone deacetylase protein inhibitors according to the invention causes a significant 
reduction in tumor weight and volume relative to controls. 

[0600] Table 6C provides data on inhibition of HDAC1 enzyme, on antiproliferative activities 
(HCT116 human colon cancer cells) of the compounds using 3-[4,5-dimethylthiazol-2-yl-2,5- 
diphenyltetrazolium] bromide (MTT) assay, as well as induction of p21 WAF1/Cipl tumor suppressor gene. 



Table 6C 



Example 


Compound 


HD-1 

M M 


MTT 
HCT116 

M M 


P21 
(HCT116 

) 

nM 


41a 


143a 


a 


a 


b 


41b 


143b 


a 


b 


b 


41c 


143c 


a 


b 


b 


42 


146 


a 


a 


b 


46 


164 


a 


a 


b 


46cc 


164cc 


a 


a 


b 


49 


173 


a 


b 


b 


51 


181 


a 


a 


b 
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52 


184 


a 


a 


b 


66 


242 


a 


a 


b 


67e 


245e 


a 


a 


b 


70a 


256a 


a 


a 


b 


70b 


256b 


a 


a 


b 


70c 


256c 


a 


a 


b 


71d 


258d 


a 


a 


b 


71aa 


258aa 


a 


a 


b 


71cc 


258cc 


a 


a 


b 


71hh 


258hh 


a 


a 


b 


71mm 


258mm 


a 


a 


b 


71nn 


258nn 


a 


b 


b 


71PP 


258pp 


a 


a 


b 


71qq 


258qq 


a 


a 


b 


78 


283 


a 


a 


b 


79 


286 


a 


b 


b 


79aa 


286aa 


a 


a 


b 


97 


349 


a 


a 


b 



MTT Assay. 

[0601] Compounds at various concentrations were added to human colon cancer HCT116 cells 
plated in 96-well plates. Cells were incubated for 72 hours at 37°C in 5% C0 2 incubator. MTT (3-[4,5- 
dimethylthiazol-2-yl]-2,5 diphenyl tetrazolium bromide, Sigma) was added at a final concentration of 
0.5 mg/ml and incubated with the cells for 4 hours before an equal volume of solubilization buffer 
(50% N,N-dimethylformamide, 20% SDS, pH 4.7) was added onto cultured cells. After overnight 
incubation, solubilized dye was quantified by colorimetric reading at 570 nM using a reference at 630 
nM. OD values were converted to cell numbers according to a standard growth curve of the relevant 
cell line. The concentration which reduces cell numbers to 50% of those of DMSO-treated cells is 
determined as MTT IC 5 o- 

p21 WAFl/Cipl Assay 

[0602] HCT1 16 cells were stably transfected with reporter plasmids encoding the p21 promoter- 
driven luciferase. Cells were treated with indicated concentration of HDAC inhibitors for 16 hours 
before cells were harvested and luciferase activity analyzed. The effective concentration (EC) of MS- 
275 was designated as 1 uM. The ability of HDAC inhibitor was compared with that of MS-275 (T. 
Suzuki, et. al J. Med. Chem., 1999, 3001-3003). Lower EC of a given compound indicates that this 
compound is more potent than MS-275 to induce p21 expression. 
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